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Novel phenylheteroalkylamine derivatives 
Field of the Invention 

The present invention relates to novel phenylheteroalkylamine derivatives, processes for 
their preparation, compositions containing them and their use in therapy. 

Background of the Invention 

Nitric oxide is produced in mammalian cells from L-arginine by the action of specific nitric 
oxide synthases (NOSs). These enzymes fall into two distinct classes - constitutive NOS 
(cNOS) and inducible NOS (iNOS). At the present time, two constitutive NOSs and one 
inducible NOS have been identified. Of the constitutive NOSs, an endothelial en2yme 
(ecNOS) is involved with smooth muscle relaxation and the regulation of blood pressure 
and blood flow, whereas the neuronal enzyme (ncNOS) serves as a neurotransmitter and 
appears to be involved in the regulation of various biological fimctions such as cerebral 
ischaemia. Inducible NOS has been particulariy implicated in the pathogenesis of 
inflammatory diseases. Regulation of these enzymes should therefore offer considerable 
potential in the treatment of a wide variety of disease states (J, E. M acdonald. Am. Rep, 
Med, Chem., 1996, 31, 221 - 230). 

Considerable effort has been expended in efforts to identify compounds that act as specific 
inhibitors of one or more isofonns of the enzyme nitric oxide synthase. The use of such 
compounds in therapy has also been widely claimed. 

Disclosure of the invention 

According to the present invention, there is provided a compound of formula (I) 




X and Y independently represent CI to 4 alkyl, CI to 4 alkpxy, halogen, CF3, OCF3, CN, 
5 C=CH, S(0)^CH3. S(0)pCF3, NO2 or NHCHO; 

m and p independently represent an integer 0, 1 or 2; 
Z represents H or fluoro; 

10 

V represents O, S(OXi or NR^; 

W represents CI to 4 alkyl, C2 to 4 aikenyl, C2 to 4 alkynyl, C3 to 6 cycloalkyl or a 4 to 8 
membered saturated heterocyclic ring incorporating one heteroatom selected fixrai O, S and 
15 N; any of said groups being optionally further substituted by CI to 4 alkyl, CI to 4 alkoxy, 
CI to 4 alkylthio, C3 to 6 cycloalkyl; halogen or phenyl; said phenyl group being optionally 
fuifter substituted by one or more substituents selected independently from halogen, CI to 4 

alkyl, C 1 to 4 alkoxy, CF3, OCF3, CN or NO2; 

20 or W represents phenyl or a five or six membered aromatic heterocyclic ring containing 1 to 
3 heteroatoms independently selected from O, S and N; said phenyl or aromatic 
heterocyclic ring being optionally substituted by one or more substituents selected 
independently from halogen, CI to 4 alkyl, CI to 4 alkoxy, OH, CN, NO2 or NR'^R^; said 
alkyl or alkoxy group being optionally further substituted by one or more fluorine atoms; 

25 
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and independently represent H, CI to 4 alkyl or C3 to 6 cycloalkyl; said alkyl group 

6 7 

being optionally substituted by CI to 4 alkoxy, halogen, hydroxy, NR R , phenyl or a five 
or six membered aromatic or saturated heterocyclic ring containing 1 to 3 heteroatoms 
independently selected from O, S and N; said phenyl or aromatic heterocyclic ring being 
optionally further substituted by halogen, CI to 4 alkyl, CI to 4 alkoxy, CF3, OCF3, CN or 

NO2; 

or the group NR^R^ together represents a 4 to 8 membered saturated azacyclic ring 

g 

optionally incorporating one further heteroatom selected from O, S or NR ; said ring being 

optionally substituted by CI to 4 alkyl, CI to 4 alkoxy or OH; said alkyl group being 

9 10 

optionally substituted by C 1 to 4 alkoxy, OH or NR R ; 



or the group NR R together represents part of a five membered aromatic azacyclic ring 
optionally incoTix>rating one further N atom; 

R^ represents H or CI to 4 alkyl; 

R^ R^, R^ R^ R^ and R^^ independently represent H or CI to 4 alkyl; 

R^ represents H or CI to 6 alkyl; said alkyl group being optionally substituted by CI to 4 
alkoxy, OH, NR^^R^^, phenyl or a five or six membered aromatic or saturated heterocyclic 
ring containing 1 to 3 heteroatoms independently selected from O, S and N; said phenyl or 
aromatic heterocyclic ring being optionally fiirther substituted by halogen, CI to 4 alkyl, CI 

to 4 alkoxy, CF3, OCF3, CN or NO2; 

R^ ^ and R^^ independently represent H or C 1 to 4 alkyl; 



n represents an integer 0, 1 or 2; 
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or a phannaceutically acceptable salt^ enantiomer or racemate thereof. 

The compounds of formula (I) and their phannaceutically acceptable salts, enantiomers and 
racemates have the advantage that they are inhibitors of the enzyme nitric oxide synthase 
(NOS). In particular, the compounds of formula (I) and their phannaceutically acceptable 
salts, enantiomers and racemates have the advantage that they are inhibitors of the inducible 
isoform of flie enzyme nitric oxide synthase (iNOS). 

The invention further provides a process for tihe preparation of compoimds of formula (I) or 
a pharmaceutically acceptable salt, enantiomer or racemate thereof. 

According to the invention there is also provided a compoimd of formula (I), or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof, for use as a medicament. 

Another aspect of the invention provides the use of a compound of formula (I) or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof, in the manufacture of a 
medicament, for the treatment or prophylaxis of diseases or conditions in which inhibition 
of nitric oxide synthase activity is beneficial. 

A more particular aspect of the invention provides the use of a compound of formula (I) or 
a pharmaceutically acceptable salt, enantiomer or racemate thereof, in the manufacture of a 
medicament, for the treatment or prophylaxis of inflammatory diisease. 

According to the invention, there is also provided a method of treating, or reducing the risk 
of, diseases or conditions in which inhibition of nitric oxide synthase activity is beneficial 
which comprises administering to a person suffering ftom or at risk of, said diisease or 
condition, a therapeutically effective amount of a compoimd of formula (I) or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof 

More particularly, there is also provided a method of treating, or reducing the risk of, 
inflammatory disease in a person suffering from or at risk of, said disease, wherein the 
method comprises administering to the person a therapeutically effective amount of a 
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compound of formula (I) or a pharmaceutically acceptable salt, enantiomer or racemate 
thereof. 

The compounds of the present invention may also be used advantageously in combination 
with a second pharmaceutically active substance, particularly in combination with a 
selective inhibitor of the inducible isoform of cyclooxygenase (COX-2). Thus, in a further 
aspect of the invention there is provided the use of a coinpound of formula (I) or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof, in combination with a 
COX-2 inhibitor for the treatment of inflammation, inflanMnatory disease and 
inflammatory related disorders. And there is also provided a method of treating, or 
reducing the risk of, inflammation, inflammatory disease and inflammatory related 
disorders in a person suffering from or at risk of, said disease or condition, wherein the 
method comprises administering to the person a therapeutically effective amount of a 
compound of formula (I) or a pharmaceutically acceptable salt, enantiomer or racemate 
thereof in combination with a COX-2 inhibitor. 

In one preferred embodiment, V represents O. In another preferred embodiment, V 
represents S. 

In another preferred embodiment, X and Y mdeperidently represent Br, CI, CH3, CF3 or 
CN. It is particularly preferred that X represents CI or CF3. It is also particularly preferred 
that Y represents CI, CN or CF3. 

Preferably, W represents an optionally substituted five or six membered aromatic 
heterocyclic ring containing 1 to 3 heteroatoms independently selected from O, S and N. 
Particular examples are those wherein W represents thienyl, furyl, imidazolyl, pyridyl, 
thiazolyl or triazolyl. 

Preferably, and independently represent H or CI to 4 alkyl optionally substituted by 
CI to 4 alkoxy or hydroxy. More preferably, R^ and R^ independently represent H or 
methyl. 



m 
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Particular compounds of the invention include: 



4.cWoro-2-[[(lR)-4-(methylamino)-l-phenylbutyl]oxy]benzonitrile; 
R-y-(2,5-dichlorophenoxy)-N-methyl-benzenebutananiine; 
4-chlon>-2-[[(lR)-l-phenyl-4-(l-pyrrolidinyl)butyl]oxy]- benzonitrile; 
4-cWon>-2-[[(lR)-4-(4-moipholinyl>l-phenylbutyl]oxy]-benzonitri^ 
4-chloro-2-[[(l R)-4-[ethyl(2-hydroxyethyl)aniino]-l -phenylbutyl]oxy]-ben2onitrile; 
4.cMoTO-2-[[(lR)-l-phenyl-4-[(3-pyridinybmiethyl)aniino]butyl]oxy]- benzonitrile; 
4^hloro-2-[[(l R)-4-t[2-(l H-imidazol-5-yl)ethyl]amino]- 1 -phenylbutyl]oxy]-benzonitrile; 
4-chloio-2-[[(lR)-4-(lH-imidazol-l-yl)-l-plienylbutyl]oxy]-benzonitrile; 
4-chloro-2-[[(lR)-4-[(2-hydroxyethyl)amino>l-phenylbutyl]oxy]-benzonitrile; 
4-chloro-2-[[(lR)-4-(cycIopropylamino)-l-phenylbutyl]oxy]-benzonitrile; 
4-chloro-2-[[(l R)-4-[(3-hydroxypropyl)amino]- 1 -phenylbutyl]oxy]-ben2onitrile; 
4-chloro-2-[[(lR)-4-[[(lR^2-hydroxy-l-methylethyl]amino]-^phenylbuty^ 

benzonitrile; 

4-chloro-2-[[(lR)-4-[[(lS)-2-hydroxy-l-methylethyl]amino]-l-phenylbuty^ 
benzonitrile; 

4- cMoro-244-[[(2-fluoroethyl)aniino]-l-phenylbutyl]oxy]-benzonitiile; 
R-5-(2,5-dichlorophenoxy)-4-fluoro-N-niethyl-ben2enebutanamine; 

5- 5-(2,5-dichlorophenoxy)-4-fluoro-N-methyl-benzenebutanamine; 
R-y-(2,5-dichlorophenoxy)-N,4-dimethyl-benzenebutanamine; 
S-Y-(2,5-dichlorophenoxy)-N,4-diniethyl-benzenebutananiine; 
5-(2,5-dichlorophenoxy)-N-methyl-2-thiophenebutanamine; 
2-[(4-amino- 1 -phenylbutyl)amino]-4-chloro-benzonitrile; 

2-[[ 1 -(3-aniinopropy l)-3-methylbutyl]amino]-4-(trifluoromethyl) benzonitrile; 
2-[[4-(2,5-dichlorophenoxy)-4-phenylbutyl]methylamino]ethanol; 
l-[4-(2,5-dichlorophenoxy)-4-phenylbutyl]-4-piperidinol; 
l-[4-(2,5^dichlorophenoxy)-4-phenylbutyl]pipera2ine; 

1- [4-(2,5-dichlorophenoxy)-4-(2-thienyl)butyl]^methyl-piperazine; 
4-chloro-2-[4-(methylamino)- l-(3-thienyl)butoxy]-benzomtrile; 
4-chloro-2-[ 1 -(3-furanyl)-4-(methylaniino)butoxy]benzonitrilc; 

2- [4-aniino- 1 .(3-fiiranyl)butoxy]-4-chlorobenzonitrile; 




• 
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4-chloro-2-[ 1 -(2-furanyl)-4-(methylammo)butoxy]benzonitrile; 
2-[[( 1 R)-4-amino- 1 -( 1 -methyl- 1 H-imidazol-2-yl)butyl]oxy]-47cUoro-5-fl^ 
4-chloro-2-[4-(methylamino)-l-(2-pyridinyl)butoxy]benzomtril^^ 
4-chloro-5-fluoix>-2-[4-{methylamino)- 1 -(2-pyridinyl)butoxy]benzonitrile; 
4-chloro-2-[4-(ethylamino)- 1 -(2-pyridinyl)butoxy]benzonitrile; 
2-[4-amino- 1 -(3-pyridinyl)butoxy]-4-chloro-beii2onitrile; 
4-chloro-2-[4-(inethylamino)- 1 -(3-pyridinyI)butoxy]-ben2onitrile; 
4-chlQro-2-[4-(ethylainino)- 1 -(4-pyridinyl)butoxy]- benzonitrile; 
4-chloro-2-[4-(methylamino)- 1 -(4-pyridinyl)butoxy]ben2omtrile; 

4- chloro-2-[4-[(2-hydroxyethyl)amino]- 1 .(4-pyridinyl)butoxy]benzonitrile; 
2-[4-ainino- 1 -(2-methoxy-3-pyridinyl)butoxy]-4-chloro-benzonitrile; 
2-[4-amino- 1 -( 1 ,2-dihydro-2-oxo-3-pyridinyl)butoxy]-4-cWoroben2onitrile; 
2-[[( 1 R)-4-ainino- 1 -(3-furanyl)butyl]oxy]-^chIoro-5-fluoro-benzomtrile; 
4H:Woro-5-fluoro-2-[[(lR)-l-(3-furanyl)-4-(methylammo)butyl]oxy]^ 
2-[4-amino- 1 -(2-thiazolyl)butoxy]-4-chIorobenzonitrile; 

5- [2-chloro-5-(trifluoromethyl)phenoxy]-2-tWazolebutaiiamine; 
2-[4-amiiio- 1 -( 1 -methyl- 1 H- 1 ^,4-triazole-5-yl)butoxy-4-chlorobCT2onitrile; 
5-[2-chloro-5-(trifluoromethyl)phenoxy]- 1 -methyl- 1 H- 1 ^,4-triazole-5-butanamine; 
and phaimaceutically acceptable salts, enantiomers orracemates thereof. 

Unless otherwise indicated, the term "CI to 4 alkyl" referred to herein denotes a straight or 
branched chain alkyl group having from 1 to 4 carbon atoms. Examples of such groups 
mclude methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl and t-butyl. 

The term '^Cl to 6 alkyl" is to be interpreted analogously. 

Unless otherwise indicated, the term "C3 to 6 cycloalkyl" referred to herein denotes a 
cycloalkyl group having from 3 to 6 carbon atoms. Examples of such groups include 
cyclbpropyl, cyclopentyl and cyclohexyl. 



Unless otherwise indicated, the term "C2 to 4 alkenyl" referred to herein denotes a straight 
or branched chain alkyl group having from 2 to 4 carbon atoms incorporating at least one 
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carbon-carbon double bond. Examples of such groups include ethenyl, propenyl and 
butenyl. 

Unless otherwise indicated, the term "C2 to 4 alkynyl" referred to herein denotes a straight 
or branched chain alkyl group having from 2 to 4 carbon atoms incorporating at least one 
carbon-carbon triple bond. Examples of such groups include ethynyl, propynyl, and 
butynyL 

Unless otherwise indicated, the term "CI to 4 alkoxy" referred to herein denotes a straight 
or branched chain alkoxy group having from 1 to 4 carbon atoms. Examples of such groups 
include methoxy, ethoxy, n-propoxy, i-propoxy and t-butoxy. 

The term "C 1 to 4 alkylthio'* is to be interpreted analogously. 

Unless otherwise indicated, the term "halogen" referred to herein denotes fluoro, chlorb, 
bromo and iodo. 

Examples of a 4 to 8 membered saturated azacyclic ring optionally incorporating one 
fiirther heteroatom selected from O, S or N include pyrrolidine, piperidine, piperazine, 
morpholine and perhydroazepine. 

Examples of a 4 to 8 membered saturated heterocyclic ring incorporating one heteroatom 
selected from O, S or N include pyrrolidine, piperidine, tetrahydrofiiran and 
perhydroazepine. 

Examples of a five or six membered aromatic heterocyclic ring containing 1 to 3 
heteroatoms independently selected from O, S and N include fiiran, thiophene, pyridine, 
thiazole, imidazole, oxazole, triazole, oxadiazole, thiadiazole and p>Timidine. 

Examples of a five or six membered saturated heterocyclic ring containing 1 to 3 
heteroatoms independently selected from O, S and N include pyrrolidine, tetrahydrofiiran, 
piperidine and piperazine. 
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Examples of a "CI to 4 alkyl or CI to 4 alkoxy optionally furthor substituted by one or more 
fluorine atoms " include CF3, CF3CF2, CF3CH2, CH2FCH2. CH3CF2, CF3CH2CH2, OCF3 
and OCH2CF3. 

Examples of a five membered aromatic azacyclic ring optionally incorporating one further 
N atom .include pyrrole and imidazole. 

According to the invention, we further provide a process for the preparation of compounds 
of formula (I), or a pharmaceutically acceptable, salt, enantiomer or racemate thereof which 
comprises: 

(a) reaction of a compound of formula (II) 




(II) 



VH 



Y 



wherein X, Y, V and Z are as defined in formula (I), 
with a compound of formula (III) 

W 

wherein W, and R^.aire as defined in formida (I); or 
(b) reaction of a compound of formula (IV) 



(III) 
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(IV) 



wherein X, Y and Z are as defined in formula (I) and represents a leaving group, 
with a compound of formula (V) 




wherein k\ R^, V and W are as defined in formula (I); or 



. (V) 



(c) reaction of a compound of formula (VI) 

X 




(VI) 



wherein X, Y, V, W and Z are as defined in formula (I) and L is a leaving group, 
with a compound of formula (VTI) 

HNR1R2 (VII) 

wherein and R^ are as defined in formula (I); or 



(d) reaction ofa compound of formula (II) 
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wherein X, Y, V and Z are as defined in formula (I), 
with a compound of formula (VIII) 
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(II) 



(VIII) 



wherein R , R and W are as defined in formula (I) and L is a leaving group; or 



(e) reduction of a compound of formula (DQ 

X 




(IX) 



wherein X, Y, V, W and Z are as defined in formula (I) and G represents a group that upon 

1 2 

reduction is converted into a group NR R ; 

and where necessary converting the resultant compound of formula (I), or another salt 
thereof, into a pharmaceutically acceptable salt thereof; or converting the resultant compound 
of formula (I) into a further compound of formula (I); and where desired converting the 
resultant compound of formula (I) into an optical isomer thereof. 



In process (a), the reactants (II) and (III) are coupled together in a suitable inert solvent 
such as tetrahydrofurah using, for example, Mitsunobu conditions. Thus, for example, the 
reactants are treated with a phosphine derivative and an azo derivative at a suitable 
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temperature, generally between 0 °C and the boiling point of the solvent. Suitable 
phosphine derivatives include triphenylphosphine and tributylphosphine. Suitable azo 
derivatives include diethyl azodicarboxylate, diisopropyl azodicarboxylate and 1,1- 
(azodicarbonyl)dipiperidine. 

In process (b), the reaction is performed by treating a nucleophile of formula (V) with an 
electrophile of formula (IV) in an inert solvent Suitable leaving groups include halides, 
particularly fluoride. The reaction is generally performed in the presence of a non- 
nucleophilic base such as sodium hydride. Suitable organic solvents are those such.as 
N-methyl-2-pyrrolidinone, tetrahydrofuran and dimethylsulfoxide. The reaction is 
gmerally conducted at a temperature between 0 ®C and the boiling point of the solvent. 

Alternatively, in process (b), the reaction will take place using an appropriate palladium 
soiirce such as palladium (II) acetate in the presence of a suitable phosphine ligand such as 
BINAP. 

In process (c), the amination reaction is performed by reacting a compound of formula (VI) 
with an amine (VII) in an inert solvent. Suitable leaving groups L include sulfonate, 
trifluorosulfonate, tosylate and halides selected from the group chloride, bromide or iodide. 
The nucleophile can be a primary or secondary amine in the presence of a base. This base 
can be either an excess of the amine nucleophile or can be an additive to the reaction 
mixture. Potential basic additives are metal carbonate, especially alkali metal carbonates, 
metal oxides and hydroxides, and tertiary amine bases. Suitable organic solvents are those 
such as acetonitrile, dioxane, N,N-dimethylformamide, N-methyl-2-pyrrolidinone, 
tetrahydrofuran, dimethylsulfoxide, sulfolane and CI to 4 alcohols. 

In process (d), the reaction is performed by treating a nucleophile of formula (II) with an 
electrophile of formula (VIII) in an inert solvent. Suitable leaving groups L"^ include 
halides, particularly chloride or bromide. The reaction is generally performed in the 
presence of a non-nucleophilic base such as sodium hydride. Suitable organic solvents are 
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those such as N-methyl-2-pyrrolidinone, tetrahydrofuran and dimethylsulfoxide. The 
reaction is generally conducted at a temperature between 0 and the boiling point of the 
solvent. 

In process (e), G preferably represents an azido (N3) group. The required reduction may 
then be achieved by treating a compound of formula (IX) with a suitable reducing agent 
such as Sn(II) or triphenylphosphine. Preferably the reducing agent is triphenylphosphine 
and the reduction is carried out in a suitable inert solvent such as tetrahydrofuran. 

It will be apparent to a person skilled in the art that in the above processes it may be 
desirable or necessary to protect an amine, hydroxyl or other potentially reactive group. 
Suitable protecting groups and details of processes for adding and removing such groups may 
be found by reference to the standard text "Protecting Groups in Organic Synthesis", 2nd 
Edition (1991) by Greene and Wuts. In one preferred embodiment, amine groups are 
protected as carbamate doivatives, for example, as t-butyloxycarbamates. Thus, compounds 
of formula (I) in which is H are conveniently prepared by removal of a carbamate 
protecting group fiom a corresponding compound of formxila (I) wherein is a carbamate 
^ group, especially a t-butyloxycarbamate group. Removal of the carbamate group is 
conveniently effected using hydrogen chloride in dioxan. 

The present invention includes compounds of formula (I) in the form of salts, in particular 
acid addition salts. Suitable salts include those formed with both organic and inorganic 
acids. Such acid addition salts will normally be pharmaceutically acceptable although salts 
of non-pharmaceutically acceptable adds may be of utility in the preparation and 
purification of the compoimd in question. Thus, prefenred salts include those formed fix)m 
hydrochloric, hydrobromic, sulphuric, phosphoric, citric, tartaric, lactic, pyruvic, acetic, 
succinic, fumaric, maleic, methanesulphonic and benzenesulphonic acids. 

Salts of compounds of formula (I) may be formed by reacting the free base, or a salt, 
enantiomer or racemate thereof, with one or more equivalents of the appropriate acid. The 
reaction may be carried out in a solvent or medium in which the salt is insoluble or in a 
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solvent in which the salt is soluble, for example, water, dioxane, ethanol, tetrahydrofuran or 
diethyl ether, or a mixture of solvents, which may be removed in vacuo or by freeze drying. 
The reaction may also be a metathetical process or it may be carried out on an ion exchange 
resin. 

Certain novel intemediates of formulae (III), (V), (VI), (Vm) and (DQ form another aspect 
of the invention. 

Compounds of formula (III) may be prepared by reaction of a compound of formula (X) 

H 

O^^^--^^^ (X) 



wherein and are as defined in formula (I), 

with an organometallic derivative, W — M, wherein W is as defined in formula (I) and M 
15 represents a metallic residue such as lithium or magnesium-halide, or M represents a silyl 

residue such as SiMe3. 

Compounds of formula (IX) may be prepared by: 

(a) reacting a compound of formula (II), as defined above, with a conipound of formula 
20 (XI) 

W 

HO ^^^^ 
wherein W and G are as defined above; or 

(b) reacting a compound of foimula (IV), as defined above, witii a compound of formula 
25 (XII) 
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wherein V, W and G are as defined above. 

Compounds of formulae (II), (IV), (VII), (X), (XI) and (XII) are either known or may be 
prepared using known methods. Some such methods are illustrated within the Examples 
that are included herein. Other suitable mefliods will be readily apparent to the man skilled 
in the art. 

Intemiediate compounds may be used as such or in protected form. Protecting groups and 
details of processes for their removal may be found by reference to the standard text 
"Protecting Groups in Organic Synthesis", 2nd Edition (1991) by Greene and Wuts. 

The compounds of the invention and intermediates thereto may be isolated Scorn their 
reaction mixtures and, if necessary further purified, by using standard techniques. 

The compoimds of formula I may exist in enantiomeric forms. Therefore, all enantiomers, 
diastereomers, racemates and mixtures thereof are included within the scope of the invention. 
The various optical isomers may be isolated by separation of a racemic mixture of the 
compounds using conventional techniquiss, for example, fi^ctional crystallisation, or HPLC. 

Intermediate compounds may also e?dst in enantiomeric forms and may be used as purified 
enantiomers, diastereomers, racemates or mixtures. 

The compounds of formula (I), and their pharmaceutically acceptable salts, enantiomers and 
racemates, are usefiil because they possess pharmacological activity in animals. In particular, 
die compounds arc active as inhibitors of the enzyme nitric oxide synthase. More particularly, 
th^ are inhibitors of the inducible isoform of the enzyme nitric oxide synthase and as such 
are predicted to be useful in therapy, for example, as anti-inflammatory agents. They may 
also have utility as inhibitors of the neuronal isoform of the enzyme nitric oxide synthase. 

The compounds and their pharmaceutically acceptable salts, enantiomers and racemates are 
indicated for use in the treatment or prophylaxis of diseases or conditions in which synthesis 
or oversynthesis of nitric oxide synthase forms a contributory part. In particular, the 
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compounds are indicated for use in the treatment of inflammatoty conditions in mammals 
including man. 

Conditions that may be specifically mentioned are: 

osteoarthritis, rheumatoid arthritis, rheumatoid spondylitis, gouty arflmtis and other arthritic 
conditions, inflamed joints; 

eczema, psoriasis, dermatitis or other inflammatory skin conditions such as sunburn; 
inflammatory eye conditions including uveitis, glaucoma and conjunctivitis; 
lung disorders in which inflammation is involved, for example, asthma, bronchitis, chronic 
obstructive pulmonary disease, pigeon fancier's disease, farmer's lung, acute.respiratory 
distress syndrome; 

bacteraemia, endotoxaemia (septic shock), aphthous ulcers, gingivitis, pyresis, pain, 
meningitis and pancreatitis; 

conditions of the gastrointestraal tract including inflanmxatory bowel disease, Crohn's 
disease, atrophic gastritis, gastritis varialofonne, ulcerative colitis, coeliac disease, regional 
ileitis, peptic ulceration, irritable bowel syndrome, reflux oesophagitis, damage to the 
gastrointestinal tract resulting fix>m infections by, for example, Helicobacter pylori^ or from 
treatments with non-steroidal anti-inflammatory drugs; 
and other conditions associated witfi inflammatioiL 

The compounds will also be useful in the treatment and alleviation of acute pain or persistent 
inflammatory pain or neuropathic pain or pain of a central origin. 

We are particularly interested in the conditions inflanmiatory bowel disease, rheumatoid 
arthritis, osteoarthritis, chronic obstructive pulmonary disease and pain. 

The compounds of formula (I) and their pharmaceutically acceptable salts, enantiomers and 
racemates may also be useful in the treatment or prophylaxis of diseases or conditions in 
addition to those mentioned above. For example, the compounds may be useful in the 
treatment of atherosclerosis, cystic fibrosis, hypotension associated with septic and/or toxic 
shock, in the treatment of dysfunction of the inmiune system, as an adjuvant to short-term 
immimosuppression in organ transplant therapy, in the control of onset of diabetes, in the 
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maintenance of pancreatic fUnction in diabetes, in the treatment of vascular complications 
associated with diabetes and in co-therapy with cytokines, for example TNF or interleukins. 

The compounds of formula (I) may also be usefid in the treatment of hypoxia, for example in 
cases of cardiac arrest and stroke,,neurodegenerative disorders including nerve degeneration 
and/or nerve necrosis in disorders such as ischaemia, hypoxia, hypoglycaemia, epilepsy, and 
in external wounds (sudi as spinal cord and head injury), hyperbaric oxygen convulsions and 
toxicity, dementia, for example pre-senile dementia, Alzheimer's disease and AIDS-related 
dementia, Sydenham's chorea, Parkinson's disease, Tourette's Syndrome, Huntington's dis- 
ease. Amyotrophic Lateral Sclerosis, Multiple Sclerosis, KorsakofFs disease, imbecility 
relating to a cerebral vessel disorder, sleeping disorders, schizophrenia, depression, pain, 
autism, seasonal aflFective disorder, jet-lag, depression or other symptoms associated with 
Premenstrual Syndrome (PMS), anxiety and septic shock. Compoimds of formula (I) may 
also be expected to show activity in the prevention and reversal of drug addiction or tolerance 
such as tolerance to opiates and diazepines, treatment of drug addiction, treatment of 
migraine and other vascxdar headaches, neurogenic inflammation, in the treatment of 
gastrointestinal motility disorders, cancer and in the induction of labour. 

We are particularly interested in &e conditions stroke, Alzheimer's disease, Parkinson's 
disease, multiple sclerosis, schizophrenia, migraine, cancer, septic shock and pain. 

Prophylaxis is expected to be particularly relevant to the treatment of persons who have 
suffered a previous episode of, or are otherwise considered to be at increased risk of, the 
disease or condition in question. Persons at risk of developing a particular disease or 
condition generally include those having a family history of the disease or condition, or 
those who have been identified by genetic testing or screening to be particularly 
susceptible to developing the disease or condition. 

For the above mentioned tihierapeutic indications, the dosage administered will, of course, 
vary with the compound employed, the mode of administration and the treatment desired. 
However, in general, satisfactory results are obtained when the compounds are administered 
at a dosage of the solid form of between 1 mg and 2000 mg per day. 
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The compounds of formula (I), and pharmaceutically acceptable derivatives thereof, may be 
used on their own, or in the form of appropriate pharmaceutical compositions in which the 
compound or derivative is in admixture with a phamiaceutically acceptable adjuvant, diluent 
or carrier. Administration may be by, but is not limited to, enteral (including oral, 
sublingual or rectal), intranasal, intravenous, topical or other parenteral routes. 
Conventional procedures for the selection and preparation of suitable phannaceutical 
formulations are described in, for example, "Pharmaceuticals - The Science of Dosage 
Form Designs", M. E. Aulton, Churchill Livingstone, 1988. The pharmaceutical 
composition prefer^ly comprises less than 80% and more preferably less than 50% of a 
compound of formula (I), or a pharmaceutically acceptable salt, enantiom^ or racemate 
thereof. 

There is also provided a process for the preparation of such a pharmaceutical composition 
which comprises mixing the ingredients. 

The compounds of formula (I), and pharmaceutically acceptiable derivatives thereof^ may also 
be advantageously used in combination with a COX-2 inhibitor. Particularly preferred 
COX-2 inhibitors are Celecoxib and MK-966. The NOS inhibitor and die COX-2 inhibitor 
may either be formulated together within the same pharmaceutical composition for 
administration in a single dosage unit, or each component may be individually formulated 
such that separate dosages may be administered either simultaneously or sequentially. 

The invention is illustrated, but in no way limited, by the following examples: 



4"Chloro-2-rrnR)-4'(methvlaminoVl-phenvlbutvl1oxv1benzonitrile ethanedioate 
a"^ S-a-f3'Chloropropvnbenzenemethanon 

Borane (24 ml of 1 M solution in tetrahydrofuran) was added to a solution of (R)-2'-methyl 
CBS-oxazaborolidine (2 ml, IM solution in toluene) in tetrahydrofuran (20 ml) at 0 '^C. 



Example 1 
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y-Chlorobutyrophenone (7.38 g) in tetrahydrofuran (45 ml) was added over 30 min and the 
resultant solution was stirred at 0 for Ih and at 20 for 1 8h. Methanol (25 ml) was 
added and the mixture was stirred for 15 min. The mixture was evaporated, re-dissolved in 
methanol and re-concentrated in vacuo. The residue was purified by chromatography on 
silica^eluting with hexane - diethyl ether (4:1) to give the title compoimd as a colourless oil 
(6.94 g). 

'H NMR 300MHz (CDCI3) 7.37-7.26 (5H, m), 4.74-4.70 (IH, m), 3.57 (2H,t), 1.96- 
1.78 (4H,m). 

b> 4-Cailoro-2-r rf 1 R^-4-chloro- 1 -phenvlbutvlloxvlbenzonitrile 

Diethyl azodicarboxylate (1.86 g) was added dropwise to a solution of triphenylphosphine 
(2.81 g), 4-chloro-2-hydioxybenzonitrile (1.49 g) and the product from step (a) (1.79 g) in 
tetrahydrofuran (5 ml) and toluene (60 ml) at 0 *C and stirred at 0 for 4h and at 20 
for 18h. The solvent was removed in vacuo and the residue was purified by 
chromatography on silica eluting with hexane - diethyl ether (4: 1) to give the title 
compoimd as a colourless oil (2.80 g). 

NMR 300MHz (CDCI3) 7.46 (IH, d), 7.39-7.31 (5H, m), 6.93 (IH, dd), 6.77 (IH, d), 
5.25-5.21 (IH, m), 3.63-3.57 (2H, m), 2.23-1.92 (4H, m). 

c> 4-Chloro-2'r rf 1 R)"4-iodo- 1 -phenvlbutvnoxvlbenzonitrile 

A solution of the product from step (b) (2.80 g) and sodium iodide (20 g) in acetone (100 
ml) was heated under reflux for 20h. The mixture was filtered, evaporated, dissolved in 
water (50 ml) and extracted with ethyl acetate (three times). The organic extracts were 
washed with water, dried (magnesium sulphate) and evaporated to give the title compound 
(3.22 g). 

NMR 300MHz (CDCI3) 7.46 (IH, d), 7.42-7.30 (5H, m), 6.93 (IH, dd), 6.76 (IH, d), 
5.23-5.19 (IH, m), 3.25-3.21 (2H, m), 2.21-1.93 (4H, m). 



d) 4-Chloro-2-f ff 1 RV4-f methvlamino)- 1 -phenvlbutvnoxvlbenzonitrile ethanedioate 
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A solution of the product from step (c) (286 mg) in 40% aqueous methylamine (1 ml) and 
tetrahydrofuran (10 ml) was stirred for 6h. The solvent was removed in vacuo and the 
residue dissolved in water and extracted wifli ethyl acetate (three times). The combined 
organic extracts were washed vnlh water, dried (magnesium sulphate) and evaporated to 
give an oil. To a solution of this amine in methanol (10 ml) was added a solution of oxalic 
acid (57 mg) in methanol. The solvent was removed in vacuo and the residue triturated 
with ethyl acetate. The solid was collected and dried to afford the title compoxmd as a 
white solid (1 10 mg). M.p. 167 - 169 °C, 

MS APCI +ve "/z 3 1 5 ([M+H]*) 

»H NMR 300MHz (dg-DMSO) 7.76 (IH, d), 7.44-7.29 (5H, m), 7.22 (IH, d), 7.13 (IH, 
dd), 5,74 (IH, t), 2.97 (2H, t), 2.52 (3H, s), 2.11.1.86 (2H, m), 1.81-1.60 (2H, m). 

Example 2 

R-^.^2,5-DichloroDhenoxvVN-methvl-benzenebut3 TiaTTn'nee thanedioate 

a> 1 .4-Dichloro-2-rrf 1 R^-4-chloro- 1 -phenvlbutvlloxvlbenzene 

Starting with 2,5-dichlorophenol and the product of Example 1(a), product 2(a) was 

prepared using the procedure described in Example 1 step (b). 

'H NMR 300MHz (CDCI3) 7.39-7.19 (6H, m), 6.81 (IH. dd). 6.69 (IH, d), 5.19-5.15 (IH, 
m), 3.63-3.58 (2H, m), 2.19-1.91 (4H, m). 

b^ 1 >4-Dichloro-2-rr( 1 R)-4-iodo- 1 -phenvlbutvlloxvlbenzene 

The product of Example 2(a) was converted into the compound of Example 2(b) by the 
procedure described in Example 1 step (c). 



^H NMR 300MHz (CDCI3) 7.39-7.23 (6H, m), 6.81 (IH. dd), 6.69 (IH, d), 5.17-5.14 (IH, 
m), 3.24 (2H, t). 2.17-1.94 (4H, m). 
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c"^ R-y-( 2.5"DichlorophenoxvVN-methvl'-ben2enebutanamine ethanedioate 

The product of Example 2(b) was converted into the title compound by the procedure 

described in Example 1 step (d). M.p. 167 - 1 69 

MS APCI +ve ™/2 324 ([M+Hn. 

NMR 300MHz (dg-DMSO) 7.77 (IH, d), 7.44-7.29 (5H, m), 7.21 (IH, d), 7.13 (IH, 
dd), 5.74 (IH, t), 2.96 (2H, t), 2.52 (3H, s), 2.1 1-1.86 (2H, m), L81-1.60 (2H, m). 



4-Chloro-2-rrf 1 R)-l -phenvl-4-( 1 -pvrrolidinvnbutvnoxvl-benzonitrile ethanedioate 
A solution of the product from Example 1 step (c) (200 mg) and pyrrolidine (0.15 ml) in 
tetrahydrofuran (5 ml) was stirred for 2 days. The solvent was removed in vacuo and the 
residue dissolved in water and aqueous potassium carbonate and extracted with ethyl 
acetate (diree times). The combined organic extracts were washed with water, dried 
(Na2S04) and evaporated to give an oil. To a solution of this amine in isopropanol (3 ml) 
was added a solution of oxalic acid (44 mg) in methanol (0.3 ml). The crystals that formed 
on cooUng were collected and dried to afford the title compound as a white solid (163 mg). 
M-p. 157-158 **C. 



MS APCI +ve "/z 355 (EM+HD- 

'H NMR 300MH2 (dg-DMSO) 7.57 (IH, d), 7.45-7.27 (5H, m), 7.23 (IH, d), 7.13 (IH, 
dd), 5.72 (IH, dt), 3.28-3.10 (6H, m), 2.08-1.62 (8H, m). 



Example 3 



Example 4 



4-Chloro-2-r rf 1 R)-4-( 4-morpholinvn- 1 -phenvlbutvlloxvl-benzonitrile ethanedioate 



Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and morpholine. M.p. 155 - 156 *C 
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MS APCI +ve ""/z 371 ([M+HjO 

NMR 300MHz (dg-DMSO) 7.77 (IH, d), 7.44-7.27 (5H, m), 7.24 (IH, d), 7.13 (IH, 
5 dd), 5.71 (IH, dt), 3.78-3.63 (4H, m), 2.87 (6H, s), 2.09-1.04 (4H, m). 



4>Chloro -2>rr( 1 R)-4-rethvl(2-hvdroxvetfavnainino1- 1 -phenvlbutvnoxvVbenzonitrile 
10 hydrochloride 

A solution of the product from Example 1 step (c) (200 mg) and 2-(ethylamino)ethanol 
(163 mg, 0.14 ml) in tetrahydrofiiran (5 ml) was stirred for 2 days. The solvent was 
removed in vacuo and the residue dissolved in water and aqueous potassium carbonate and 
extracted with ethyl acetate (three times). The combined organic extracts were washed with 
IS water, dried (Na2S04) and evaporated to give an oil. To a solution of this amine in diethyl 
ether - dichloromethane was added a IM solution of hydrogen chloride in diethyl ether. 
The crystals that formed were collected and dried to afford the title compound as a white 
solid (65 mg). M.p. 141 - 144 *C. 



20 MSAPCI+ve'"/z373([M+Hr). 

*H NMR 300MHz (dg-DMSO) 9.85 (IH, s), 7.77 (IH, d), 7.46-7.26 (6H, m), 7.13 (IH, 
dd), 5.78-5.73 (IH, m), 5.34 (IH, s), 3.73 (2H, s), 3.43-3.07 (6H, m), 2.10-1.69 (4H, m), 
1.20 (3H,t). 



4-Chloro-2-rrf 1 RV 1 -phenvM-Ff 3-pvTidinvlmethvnamino1butvnoxy1-ben2onitrile 
ethanedioate 

30 Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and 3-pyridinemethanamine, M.p 188-189**C. 



Example 5 



25 



Example 6 
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MS APCI +ve ""/z 392 ([M+H]*). 

•HNMR 300MHz (d^-DMSO) 8.64 (IH, s), 8.57(lH,s), 7.87{lH,d), 7.75-7.73(lH,m), 
7.41-7.37 (5H, m), 7.31 (IH, s), 7.24 (IH, s), 7.1 l(lH,d). 5.71 (IH, s), 4.13 (2H. s), 
3.00(2H,s), 2.12-1.62 (4H, m). 



4-Chloro-2-rrf 1 R)-4-rr2-f 1 H-imida2ol-5-vUethvnamino1- 1 -phehvlbutvlloxvl-benzonitrile 
ethanedioate 

Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and histamine. M.p .182-183 "C. 

MS APCI +ve ""/z 395 ([M+Hf). 

'H NMR 300MH2 (dg-DMSO) 7.89 (IH, s), 7.77 (IH, d), 7.45-7.26 (6H, m), 7.12 (IH, 
dd). 7.04 (IH, s), 5.57 (IH. t). 3.15 (2H, t), 3.03 (2H. t). 2.86 (2H, t), 2.13-1.65 (4H, m). 



4-Chloro-2-rr(^ 1 R)-4-f I H-imidazol- 1 -yVl- 1 -phenvlbutvnoxvl-benzonitrile ethanedioate 
Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and imidazole. M.p. 133 — 134 "C. 

MS APCI +ve "/z 352 ([M+H]*). 



Example 7 



Example 8 



•HNMR 300MHz (dg-DMSO) 8.40 (IH, s), 7.76 (IH, d), 7.46 (IH, s), 7,41-7.36 (4H, m), 
7.32-7.28 (2H, m), 7.23 (IH, d), 7.12 (IH, dd), 5.71 (IH, t), 4.17 (2H, t), 2.00-1.73 (4H, 
m). 
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Example 9 



4>Chloro-2-rr ( 1 RV4-rr2-hvdroxvethvnaminQl- 1 -phenvlbutvnoxv1>benzonitrile 
ethanedioate 

Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and ethanolamine. M.p, 1 58 - 1 59 °C. 

MS APCI +ve °*/z 345 ([M+H]^. 

»H NMR 300MHz (dg-DMSO) 7.77 (IH, d), 7.44-7.40 (4H, m), 7.37-7.27 (2H, m), 7.13 
(IH, dd), 5.76-5.72 (IH, t). 3.64-3.60 (2H, t), 3.01-2.93 (4H, m), 2.10-1.90 (2H, m), 1.87- 
1.63 (2H,m). 



4-Chloro-2-rrf lRV4-(cvclopropvlaminoVl -phenvlbutvlloxvl-benzonitrile ethanedioate 
Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and cyclopropylamine. M.p. 173 — 174 **C. . 

MS APCI +ve "/z 341 ([M+H]*). 

*H NMR 300MHz (d^-DMSO) 7.77 (IH, d), 7.44-7.37 {4H, m), 7.34-7.27 (2H, m), 7.13 
(IH, dd), 5.77-5.73 (IH, t), 3.07-3.02 (2H, t), 2.63-2.57 (IH, m), 2.07-1.89 (2H, m), 1.78- 
1.61 (2H, m), 0.76-0.65 (4H, m). 



4-Chloro-2-rrf 1 RV4-r(3-hvdroxvpropvnaminol- 1 -phenvIbutvnoxv1-ben2x>nitrile 
ethanedioate 

Prepared according to the method of Example 3, using the product of Example 1 st^ (c) 
and 3-ainino-l-propanol. M.p. 1 1 1 - 1 12 °C. 



Example 10 



Example 1 1 
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MS APCI +ve ^Ix 359 ([M+HJO-. 

'H NMR 300MH2 (d6-DMSO) 7.76 (IH, d), 7.42-7.38 (4H, m), 133-1, 21 (2H, m), 7.13 
(IH, dd), 5.74 (IH, t), 3.48-3.44 (2H, m), 2.98-2.89 (4H, m). 2.04-1.93 (2H, m), 1.80-1.60 
(4H, m). 



4-Chloro-2-r rn R)-4-rrf l RV2-hvdroxv- 1 -^metfavletfavnaminol- 1 -Dhenvlbutvlloxvl- 
benzonitrile ethanedioate 

Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and (R)-2-amino-l-propanol. M.p. 163-164 ^C. 

MS APCI +ve ""/z 359 ([M+HD- 

»H NMR 300MHz (d^-DMSO) 7.77 (IH, d), 7.44-7.41 (4H, m), 7.38-7.27 (2H, m), 7.13 
(IH, dd), 5.75 (IH, t), 3.63-3.58 (IH, m), 3.47-3.42 (IH, m), 3.18-3.13 (IH, m), 2.98 (2H, 
t), 2.07-1.87 (2H, m), 1.77-1.64 (2H, m), 1.15 (3H, d). 



4-Chloro-2-rrriR^-4-rrflSV2-hvdroxv-l-methvlethvnaminol-l-DhenvlbutvnoxvV 
benzonitrile ethanedioate 

Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and (S)-2-amino-l-propanol. M.p. 186 - li87 "C. 



Example 12 



Example 13 



MS APCI +ve ""/z 359 ([M+H]0. 
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'H NMR 300MHz (dg-DMSO) 7.77 (IH, d), 7.44-7.41 (4H, m), 13Z-l.n (2H, m), 7.13 

(IH, dd), 5.75 (IH, t), 3.63-3.58 (IH, m), 3.48-3.42 (IH, m), 3.19-3.13 (IH, m), 3.00-2.96 
(2H, m), 2.08-1.87 (2H, m), 1.77-1.70 (2H, m). 1.15 (3H, d). 

Example 14 

4-Chloro-2-r4-rrf 2«fluoroethvl)amino1- 1 -phenvlbutvlloxvl-benzonitrile ethanedioate 
Prepared according to the method of Example 3, using the product of Example 1 step (c) 
and 2-fluoroethylamine. M.p. 179 - 180 

MS APCI +ve ""/z 347 ([M+HH. 

»H NMR 300MHz (de-DMSO) 7.77 (IH, d), 7.44-7.27(6H, m), 7.13 (IH, dd), 5.74 (IH, t), 
4.75 (IH, t), 4.59 (IH, t), 3,28 (IH, t), 3.19 (IH, t), 3.01 (2H, t), 2.07-1.89 (2H, m), 1.80- 
1.63 (2H,m). 

Example 15 

R-S-f2-5-Dichlorophenoxv)-4-fluoro-N-methvl benzenebutanamine 

a) 1 .4-Dichloro-2-rr( 1 R)-4-chloro- 1 -f4-fluorophenvI'>butvnoxv1«ben2ene 

Prepared according to the method of Example 1 step (b) using S-a-(3-chloropropyl)-4- 

fluorobenzenemethanol and 2,5-dichlorophenol. 

»H NMR 300MHz (CDCI3) 7.36-7.23 (3H, m), 7,09-6.99 (2H, m), 6.82 (IH, dd), 6.67 (IH, 
d), 5.19-5.14 (IH, m), 3.63 (2H, t), 2.21-1.86 (4H, m). 



b^ 1 .4-Dichloro-2-rrnR)-4-iodo-l-f4-fluorophenvnbutvnoxv1-benzene 

Prepared according to the method of Example 1 step (c) using the product of step (a) 

above. 
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NMR 300MH2 (CDCI3) 7.36-7.23 (3H, m), 7.09-6.99 (2H, m), 6.82 (IH, dd), 6.66 (IH, 
d), 5.16-5.13 (IH, m), 3.24 (2H, t), 2.21-1.93 (4H, m). 

c'^ R-S-f2,5-Dichlorophenoxv)-4-fluoro-N-metfavl benzenebutanamine 

Prepared according to the method of Example 1 step (d) using the product of step (b) above 

to give the title compoimd. M.p. 160-162 ®C. 

MS APCI +ve ""/z 342 ([M-f H]l. 

'H NMR 300MHz (dg-DMSO) 7.48-7,39 (3H, m), 7.22 (2H, t), 7.13 (IH, d), 6.97 (IH, 
dd), 5.65 (IH, t), 2.94 (2H, t), 2.49 (3H, s), 2.09-1 .53 (4H, m). 

Example 16 

S-8-(2,5-Dichlorophenoxv)-4-fluoro-N-methvl-benzenebutanamine 

a) 1 ,4-Dichloro-2-rr ( I SV4-chloro- 1 -f 4-fliiorophenvnbutvlloxv1-ben2ene 

Prepared according to the method of Example 1 step (b) using R-a-(3-chloropropyl)-4- 

fluorobenzenemethanol and 2,5-dichlorophenol. 

'H NMR 300MHz (CDCI3) 7.36-7.23 (3H, m), 7.09-6.99 (2H, m), 6.82 (IH, dd), 6.67 (IH, 
d), 5.19-5.14 (IH, m). 3.63 (2H, t), 2.21-1.86 (4H, m). 

b"^ 1 .4-Dichloro-2-rrf 1 S)-4-iodo- 1 -(4-fluorophenvnbutvnoxv1-benzene 

Prepared according to the method of Example 1 step (c) using the product of step (a) 

above. 

'H NMR 300MHz (CDCI3) 7.35-7.23 (3H, m), 7.09-6.99 (2H, m), 6.82 (IH, dd). 6.66 (IH, 
d), 5.16-5.13 (IH, m), 3.24 (2H, t), 2.21-1.93 (4H, m). 

c) S-8-f2.5-Dichlorophenoxv)-4-fluoro-N-methvl-benzenebutanamine 
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Prepared according to the method of Example 1 step (d) using the product of step (b) above 
to give the title compoimd. M.p. 158-159 **C. 



MS APCI +ve ™/z 342 ([M+HD. 

*H NMR 300MHz (d^-DMSO) 7.48-7.40 (3H, m), 7.22 (2H, t), 7.13 (IH, d), 6.97 (IH, 
dd), 5.65 (IH, t), 2,94 (2H, t), 2,49 (3H, s), 2.06-1.59 (4H, m). 

Example 17 

R-y-(2.5-DichlorophenoxvVN,4-dimethvl-benzenebutanamine fumarate 

a) S"a-f3-Chloropropvl)-4-methvl-benzenemethanol 

4-Chloro-4'-methylbutyrophenone was converted into the compound of Example 17(a) 
using the procedure described in Example 1 step (a). 

'H NMR 300MHz (CDCI3) 7.20 (4H, dd), 4.71-4.65 (IH, m). 3.60-3.52 (2H, m), 2.35 (3H, 
s), 1.98-1.75 (5H,m). 

b) 1 .4-Dichloro-2-rrf 1 RV4-chloro- 1 -( 4-methvlphenvnbutvnoxv1-benzene 
Compoimd 17(b) was prepared from the product of Example 17(a) and 2,5-dichlorophenol, 
uising the procedure described in Example 1 step (b). 

^H NMR 300MHz (CDCI3) 7.26-7.21 (3H, m), 7.15 (2H, d), 6.79 (IH, dd), 6.70 (IH, d), 
5.15-5.1 1 (IH, m), 3.59 (2H, t), 2.33 (3H, s), 2.18-1.91 (4H, m). 

c) 1 .4-Dichloro-2-rrf 1 RV4-iodo- 1 -( 4-methvlphenvnbutynoxvVbenzene 

The product of Example 17(b) was converted into compound 17(c) using the method 
described in Example 1 step (c). 



>H NMR 300MHz (CDCI3) 7.27-7.17 (5H, ra), 6.79 (IH, dd), 6,69 (IH, d), 5.14-5.10 (IH, 
m), 3.23 (2H, t), 2.33 (3H, s), 2.16-1.92 (4H, m). 
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R-Y-f2.5-DichlorophenoxvVN«4-Klimethvl'ben2enebutananiine ftunarate 
The product of Example 17(c) (224 mg, 0.5 mmol) was dissolved in tetrahydrofuran (15 
ml) and the solution treated with 40% aqueoxis methylamine (5 ml). After stirring at room 
temperature for 5 hours, water (30 ml) was added and the mixture extracted with ethyl 
acetate (3 x 50ml). The combined organic extracts were washed with water (2 x 40ml), 
dried (magnesium sulphate) and evaporated in vacuo. The residue was dissolved in 
methanol (5 ml) and treated with one equivalent of fumaric acid. The mixture was stirred 
for 10 minutes then evaporated in vacuo. The solid residue was recrystallised from ethyl 
acetate: etiianol to give the title compoimd. M.p. 126-130 °C. 

MS APCI +ve "/z 338/340 ([M+H]*). 

'H NMR 300MHz (dg-DMSO) 7.42 (IH, d), 7.27 (2H, d), 7.17 (2H, d), 7.09 (IH, s), 6.93 
(IH, dd), 6.45 (2H, s), 5.57 (IH, t), 2.89 (2H, t). 2.42 (3H, s), 2.26 (3H, s). 1.97-1.94 (IH, 
m), 1.88-1.81 (lH,m), 1.78-1.70 (lH,m), 1.65-1.62 (IH, m). 

Example 18 

S-v-f2.S-DichloroDhenoxvVN.4-dimethvl-benzenebutanamine fumarate 
a1 R-a-f3-ChloroproDvn-4-methvl-benzenemethanol 

(S)-2-methyl-CBS-oxazaborolidine was dissolved in tetrahydrofuran (10 ml) and the 
solution cooled to 0 ^C. The stirred solution was treated with borane-tetrahydrofuran 
complex (IM in tetrahydrofuran) (3.4 ml, 3.4 mmol). A solution of 4-chloro-4'- 
methylbutyrophenone (1.1 g, 5.59 mmol) in tetrahydrofiiran (40 ml) was added dropwise 
over 0.5 hours and the reaction allowed to warm to room temperature overnight. The 
reaction was quenched with methanol (3.4 ml) and then concentrated in vacuo. Methanol 
(3.5 ml) was added and the solution was re-concentrated. The residue was passed down a 
flash silica column, eluting with hexanerdiethyl ether (4: 1) to give product 1 8(a) as a 
colourless oil (1.03 g, 93%, 95% ee). 
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*HNMR 300MHz (CDClj) 7.20 (4H, dd), 4.71-4.65 (IH, m), 3.60-3.52 (2H, m), 2.35 
(3H,s), 1.98-1.75 (5H,m). 

b> 1 ,4-Dichloro-2-r ff 1 S)-4-chloro- 1 -(4-methvlDhenvnbutvnoxv1-benzene 
Compound 1 8 (b) was prepared from the product of Example 1 8(a) and 2»S- 
dichlorophenol, using the procedure described in Example 1 step (b). 

>H NMR 300MH2 (CDCI3) 7.26-7.13 (5H, m), 6.79 (IH. dd), 6,70 (IH, d), 5.15-5.12 (IH, 
m), 3.60 (2H, t), 2.33 (3H, s), 2.22-1.89 (4H, m). 

c"^ l,4-Dichloro-2-rrf 1 S)-4-iodo-l -f4-methvlphenvnbutYnoxv1-ben2ene 

The compound of Example 1 8(b) was converted into product 18(c) using the method 

described in Example 1 step (c). 

'H NMR 300MHz (CDCI3) 7.27-7.14 (5H, m), 6.79 (IH, dd). 6.69 (IH, d), 5.14-5.10 (IH, 
m), 3.23 (2H, t), 2.33 (3H, s). 2.17-1.92 (4H, m). 

d) S-7-f2,5-DichlorophenoxvVN,4-dimethvl-benzenebutanamine fiimarate 

The product of Example 1 8(c) was converted into the title compound using the method 

described in Example 17 step (d). M.p. 126 - 130 "C. 

MS APCI +ve ""/z 338/340 ([M+H]0. 

^H NMR 3OOMH2 (dg-DMSO) 7.42 (IH, d), 7.27 (2H, d), 7.16 (2H, d), 7.09 (IH, d), 6.94 
(IH, dd), 6.42 (2H, s), 5.56 (IH, t), 2.86 (2H, t), 2.46 (3H, s), 2.26 (3H, s), 1.96-1.58 (4H, 
m). 



Example 19 



S-f2.5-DichlorophenoxvVN-methvl-2-thiophenebutanamine fiimarate 



a'^ a-f3-Chloropropvl)-2-thiophenemethanol 
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4-Chloro-l-(2-thienyl)-l-butanone (9.37 g, 50 mmol) was dissolved in ethanol (100 ml) 
and the solution cooled to 0 ^C. Sodiiun borohydride (1.88 g, SO mmol) was added in one 
portion and the reaction allowed to warm to room temperature, then stirred for 1 8 hours. 
Aqueous 2M hydrochloric acid was added dropwise until the reaction ceased to effervesce . 
s The solvent was removed in vacuo and the residue partitioned between water and ethyl 
acetate. The layers were separated and the aqueous portion extracted with ethyl acetate (2 x 
100 ml). The combined organic portions were washed with water (SO ml), dried 
(magnesium sulphate), filtered and evaporated. The residue was passed down a flash silica 
chromatography column, eluting with hexane:ethyl acetate (4: 1) to afford the title 
10 compound as a pale straw coloured oil (7.58 g, 79%). 

*H NMR 300MHz (CDCI3) 7.25-7.27 (IH, m). 6.96-7.00 (2H, m), 4.95-5.00 (IH, m) 3.56- 
3.61 (2H, m). 1.82-2.04 (5H, m). 

15 b) 2-r4-Chloro- 1 -f 2.5-dichlorophenoxv)butvl1thiophene 

4-Chloro-l-thiophen-2-yl-butah-l-ol (2.98 g, 15.6 mmol), 2,5-dichlorophenol (2.55 g, 15.6 
mmol) and triphenylphosphine (4.91 g,18.7 mmol) were dissolved in anhydrous 
tetrahydrofiiran (80 ml) and the solution cooled to 0 '^C. Diethyl azodicarboxylate 
(3.26 g, 1 8.7 mmol) was added dropwise and the reaction allowed to warm to room 

20 temperature; then stirred for 5 hours. The solvent was removed in vacuo and the residue 
passed down a flash silica chromatography column, eluting with hexanerethyl acetate (9: 1) 
to give the title compound as a colourless oil (3.0 g, 57%). 



*H NMR 300MHz (CDQj) 7.25-7.30 (2H, m), 6.99-7.01 (IH, m), 6.94 (IH, m), 6.85 (2H, 
25 m), 5.42-5.45 (IH, m), 3.60-3.63 (2H, m). 1.83-2.35 (4H, m). 



2-[4-Chloro-l-(2,5-dichlorophenoxy)butyl]thiophene (2.4 g, 7.1 mmol) was dissolved in a 
saturated solution of sodium iodide in acetone (200 ml) and the reaction refluxed for 20 
30 hours. The reaction mixture was cooled and the solid filtered off. The filtrate was 

evaporated in vacuo and the residue taken up in water (50 ml). The mixture was extracted 
with diethyl ether (3 x 70 ml) and the combined organic portions were washed with water 



c^ 2-ri-f2.5-Dichlorophenoxv)-4-iodobutvllthiophene 




• 
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(3 X 30 ml), dried (magnesium sulphate), filtered and evaporated in vacuo to give the title 
compound as a pale straw coloured oil (2.91 g, 95%). 

'H NMR 300MHz (CDCI3) 7.24-7.30 (2H, m), 6.95-7.01 (2H, m), 6.85-6.87 (2H, m), 5.40- 
5.43 (IH, m), 3.22-3.27 (2H, m), 1.91-2.31 (4H, m). 

d'^ Y'<^^-^"P^^MorophenoxvVN-methvl-2-thioDhcnebutanamine fumarate 
2-[l-(2,5-Dichlorophenoxy)-4-iodobutyl]thiophene (407 mg, 0.95 mmol) was dissolved in 
anhydrous tetrahydrofuran (15 ml) and methylamine (40 wt.% in water) added. The 
solution was stirred at room temperature for 4.5 hours. The solvent was removed in vacuo 
and the residue stirred with a sulphonic acid resin in methanol (10 ml). The mixture was 
filtered and the resin washed- with methanol (3 x 20ml). The filtrate was discarded and the 
product liberated with 7N ammonia in methanoL The filtrate was evaporated in vacuo and 
the residue dissolved in methanol and treated with one equivalent of fumaric acid. The 
mixture was stirred for 5 minutes then the solvent was removed in vacuo and the solid 
residue was triturated with ethyl acetate. The solid was filtered off and dried to afford the 
title compoimd as a white solid. 

*H NMR 300MHz (CDCI3) 7.48-7.50 (IH, d), 7.41-7.43 (IH, d), 7.33 (IH, d), 7.20 (IH, d), 
6.97-7.02 (2H, m), 6.41 (2H, s), 5.91-5.95 (IH, t), 2.85-2.88 (2H, t), 2.45 (3H, s), 2.06-2.14 



2-rf4-Amino- 1 -phenvlbutvnamino1-4«chloro-benzomtrile fumarate 

a) r4-f HvdroxviminoM-phenvlbutvncarfaamic acid. 1 . 1 -dimetfavlethvl ester 
A mixture of 1,1-dimethylediyl 4-oxo-4-phenylbutylcaibamate (2.4 g, 9.1 mmol), 
hydroxylamine hydrochloride (1.27 g, 2 equiv.) and sodium acetate trihydrate (2.5 g, 2 
equiv.) was stirred and heated xmder reflux in 20% aqueous ethanol (60 ml) for 7h. The 
reaction mixture was then concentrated and the residue partitioned between saturated 
aqueous sodium bicarbonate (100 ml) and ethyl acetate (200 ml). The organic extract was 
dried over magnesium sulphate and concentrated to afford a colourless solid (2.4 g, 95%). 



(IH, m), 1.90-1.97(1H, m), 1.61-1.79 (2H, m). 



Example 20 
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MS APCI +ve ""/z 279 ([M+H]0. 

'HNMR 300MHz (dg-DMSO) 1 1.18 (IH, s), 7.67-7.61 (2H, m), 7.42-7.33 (3H, m), 6.83 
(IH, t), 2.95 (2H, q), 2.72-2.53 (2H, m), 1.57 (2H, quintet), 1.37 (9H, s). 

h) f4-Ainino-4-Dhenvlbutvncarbamic acid, 1 , 1 -dimethylethyl ester 
1,1-Dimethylethyl 4-(hydroxyunino)-4-phenylbutylcarbamate (2.3 g, 8.3 mmol), in 
absolute ethanol was hydrogenated over 10% palladium on charcoal (0.5 g) at 5 bar 
pressure for 20h. The mixture was then filtered and the filtrate concentrated to dryness to 
afford the title compoimd as a colourless oil (2.36 g). 

MS APCI +ve '^/z 265 ([M+H]0. 

'H NMR 300MHz (CDCI3) 7.36-7.21 (5H, m), 4.57 (IH, br s), 3.89 (IH, t), 3.1 (2H, br q), 
1,8-1.3 (15H,.m, includes water). 

c) 2-rf4-Aniino-l-phenvlbutvnamino1-4-chloro-benzonitrile fiunarate salt 
4-Chloro-2-fluoK)benzonitrile (350 mg, 2.25 mmol), the product of Example 20(b) (I g, 
3.78 mmol) and ethyldiisopropylamine (1 ml, 5.78 mmol) were heated under reflux for 3 
days. The mixture was concentrated to dryness and purified on silica gel using two 
columns (diethyl ether/isohexane 2:3 , dichloromethane/ diethylether 9:1 respectively). The 
product firom the chromatography was then treated with 4N hydrogen chloride in dioxan 
(10 ml) imtil LC\MS showed that deprotection was complete. The mixture was 
concentrated to dryness and the residue purified on silica gel (7N ammonia in 
methanol/dichloromethane 1 :9) to afford the title compound firee base (90 mg). The amine 
was converted into the fumarate salt by addition of 1 equivalent of fimiaric acid in ethanol 
(1 ml). The title compoimd was isolated as a solid (80 mg, 8.5%). 



MS APCI +ve ""/z 300/302 ([M+Hf). 
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»H NMR 400MHz (dg-DMSO) 7.5-7.21 (6H, m), 6.74-6.35, (3H, m), 6.4, (-1.5H. s), 4.61 
(IH, q), 2.81-2.74 (2H, m). 2.07-1.98 (IH, m), 1.81-1.49 (3H, m). 

Example 21 

2-rri -(3-Aminopropvn-3-methvlbutvnamino1-4-(trifluoromethvn benzonitrile 
fiimarate 

3l) 6-*Metfavl-4"Oxoheptvlcarbamic acid 1 . 1 -dimethvlethvl ester 

A solution of 1,1-diinethylethyl 2-oxo-l-pyrrolidinecarboxylate (7.5 g, 40.5 mmol) in dry 
tetrahydrofuran (1 50 ml) under a nitrogen atmosphere and at -78 ^^C, was treated drop wise 
with a solution of isobutyl magnesium bromide in diethyl ether (2 molar, 22.5 ml, 45 
mmol). The mixture was stirred at -78 ®C for 2h then quenched into a saturated aqueous 
solution of ammonium chloride (100 ml). The products were extracted into ethyl acetate (2 
X 250 ml) and tiie combined extracts dried over magnesium sulphate. Concentration of the 
extracts gave an oil which was purified on silica gel using isohexane/diethylether (1:1). 
The title compound was isolated as a colourless oil (2.3 g, 25%). 

'H NMR 300MHz (CDCI3) 4.6 (lH,brs), 3,11 (2H, q), 2.43 (2H, t), 2.28 (2H, d), 
2. 13(1H, quintet), 1 .44 (9H, s), 0.92 (6H. d). 

b) 4-f Hvdroxviminoy-6-methvlheptvlcarfaamic acid 1 . 1 -dimethvlethvl ester E and Z 
isomers 

A solution of 6-methyl-4-oxoheptylcarbamic acid 1,1-dimethylethyl ester (2.3 g, 9:5 
mmol) in ethanol (50 ml) was treated with hydroxylamine hydrochloride (722 mg, 1.1 
equivalents), sodium acetate trihydrate (1 .42 g, 1.1 equivalents) and water (10 ml). The 
mixture was heated under reflux for 3h then concentrated to dryness. The residue was then 
extracted into ethyl acetate (2 x 1 00 ml), and the combined extracts dried over magnesium 
sulphate and concentrated. The crude products were purified on silica gel using diethyl 
ether/isohexane (1:4). Both geometrical isomers were isolated in equal amounts 
(total 2.1 g, 86%). 
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NMR 400MHz (CDCI3) (Isomer 1) 7.02 (IH, br s), 4.65 (IH, br s), 3.2-3.1 (2H, br m), 
2.25-2.28 (4H, m), 1.99 (IH, septet), 1.75-1.59 (2H, quintet), L44 (9H, s), 0.93 (6H, d). 

*HNMR400MH2 (CDCI3) (Isomer 2) 7.81 (lH,br s), 4.85 (lH,brs), 3.2-3.1 (2H,brm), 
2.36 (2H, t), 2.04 (2H, d), 1.9 (IH, septet), 1.73-1.6 (2H, m), L44 (9H, s), 0.92 (6H, d). 

4-AjninQ-6-methvlheptvlcarbamic acid 1.1-dimethvlethvl ester 
A solution of E and Z isomers of 4-(hydroxyimino)-6-methylheptylcarbamic acid 1,1- 
dimethylethyl ester (2. 1 g, 8. 13 mmol) in ethanol (75 ml) was hydrogenated at 5 bar 
pressure over rhodium on alumina (200 mg) for 36h. The mixture was then filtered and the 
filtrate concentrated to dryness to afford the title compound in quantitative yield (2 g). 

MS APCI +ve ™/z 245 ([M+H]^. 

*HNMR300MH2 (CDCl3)4.7 (lH,brs),3.1 (2H, brm), 2.8 (IH, brm), 1.8.1.4(M6H, 
m), 0.9 (6H, dd). 

4-rr2-Cvano-5-ftrifluoromethvl)Dhcnvnamino1-6-methvlheptvlcarbatiiic acid l.I- 
dimethvlethvl ester 

A mixture of 2-fluoro-4-trifluoromethylbenzonitrile (0.15 ml, 1.1 mmol) and 4-anaino-6- 
methylheptylcarbamic acid 1,1-dimethylethyl ester (540 mg, 2.2 nmial) in 
n-butanol (0.5 ml) was heated under reflux for 7h. The mixture was then concentrated and 
the residue purified on silica gel eluting with isoh^ane/diethyl ether (4: 1). The title 
compoimd was isolated as a viscous oil (250 mg, 55%). 

MS APCI +ve "/z 3 1 3 ([M-Bocf). 

*H NMR 300MHz (CDCI3) 7.41 (IH, d), 6.8-6.78 (3H, m), 4.5-4.3 (3H, m), 3.5 (IH, br 
m), 3.05 (4H, br m), 2.4-0.8 (m). 

e^l 2-rri-(3-AminoDropvlV3-methvlbutvnamino1-4-ftrifluoromethvlVbenzonitrile 




wo 01/62713 PCT/SEOl/00370 

36 

fumarate 

4-[[2-Cyano-5-(trifluoromethyl)phenyl]amino]-6-methylheptylcaibm acid 1,1- 
dimethylethyl ester (250 mg, 0.6 mmol) was stirred in a 4M solution of hydrogen chloride 
in dioxan (15 ml) for 3h. The mixture was then concentrated to dryness and tiiie residue 
treated with saturated aqueous sodium carbonate (50 ml). The products were extracted into 
diethyl ether (100 ml), and the extract dried over magnesium sulphate. Concentration of the 
extract gave a gum that was purified on silica gel eluting with 10% methanolic ammonia 
(7N) in dichloromethane. The product from the column was converted into a fumarate salt 
by addition of one equivalent of fumaric acid in the minimum amoimt of ethanol. The title 
compound was isolated as a colourless solid (80 mg, 31%). 

MS APCI +ve "/z 314 ([M+H]*). 

'H NMR 300MHz (d^-DMSO) 7.68 (IH, d), 7.09 (IH, d), 6.87 (IH, d), 6.39 (2H, s), 6. 19 
(IH, d), 3.78 (IH, br m), 2.7 (2H, m), 1.7-1.4 (6H, m), 1.34-1.25 (IH, m), 0.88 (6H, dd). 

Example 22 - 

2-rr4-f2.5-DichlorophenoxvV-4-phenvlbutvnmethvlaminolethanol fumarate 
a'^ a-f3-Chloropropvnbenzenemethanol 

A mixture of 4-chloro-l-phenyM-butanone (7.35 g) and sodium tetrahydroborate (3.05 g) 

in tetrahydrofuran (40 ml) was stirred for 36 h. 2M Hydrochloric acid was added and the 

mixture was extracted three times with ethyl acetate. The combined organic extracts were 

dried (magnesixim sulphate), evaporated and purified by chromatography on silica eluting 

with petrol-ether to give the sub-title compound as a colourless oil (6.60 g). 

^H NMR 300MHz (CDCI3) 7.41-7.23 (5H, m), 4.70 (IH, t), 3.62-3.49 (2H, m), 1.98-1.76 

(5H,m). 

h) 1 ,4-Dichloro-2-f 4-chloro- 1 -phenylbutoxv)benzene 

The sub-title compound was prepared according to the method of Example 1 step (b) using 
the product of step (a) above and 2,4-dichlorophenol. 
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MS APCI +ve ""/z 327 ([M-H]-). 

2-rr4-(2,5-DichloroDhenoxv)-4-Dhenvlbutvnmethvlamino1ethanol fimiarate 
5 A solution of the product from step (b) (0.20 g, 0.61 mmol), 2-(methylammo)ethanoI 
(0.137 gy L83 mmol) and potassium iodide (0.051 g, 0.31 mmol) in N-methylpyrrolidine 
was heated to 100 "^C in a sealed vessel and stirred for 4 h. The reaction was cooled and 
poured into water (50 ml) and the mixture extracted with ethyl acetate (3 x 50 ml). The 
combined organic extracts were washed with water (3 x 30 ml), dried (magnesium 
10 sulphate) and evaporated. The residue was dissolved in methanol and treated with one 

equivalent of fumaric acid, stirred for ten minutes, then the solvent was removed in vacuo. 
The solid residue was triturated with ethyl acetate and the white solid obtained filtered off 
and dried to give the title compound (0.155 g). 

15 MS APCI +ve % 369/371 ([M+H]0. 

'H NMR 400MHz (d^-DMSO) 7.44-7,28 (5H, m), 7.27-7.26 (IH, m), 7.09 (IH, s), 6.94 
(IH, dd), 6.54 (IH, s), 5.59 (IH, t), 3.52 (2H, t), 2.57-2.61 (4H, m), 2.30 (3H, s), 2.01-1.92 
(IH, m), 1.87-1.78 (IH, m), 1.67-1.50 (2H, m). 



1 -r4-f2.5-Dichlorophenoxv)-4-phenvlbutvn-4-piperidinol fumarate 

A solution of the product from Example 22 step (b) (0.20 g, 0.61 mmol), 

25 4-hydroxypiperidine (0. 1 85 g, 1 .83 mmol) and potassium iodide (0,05 1 g, 0.3 1 mmol) in 
N-methylpyrrolidine was heated to 100 "^C in a sealed vessel and stirred for 4 h. The 
reaction was cooled, poured into water (50 ml) and the mixture extracted with ethyl acetate 
(3 X 50 ml). The combined organic extracts were washed with water (3 x 30 ml), dried 
(magnesium sulphate) and evaporated. The residue was dissolved in methanol and treated 

30 with one equivalent of fumaric acid. This was stirred for ten minutes then the solvent was 



20 



Example 23 
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removed in vacuo. The solid residue was triturated with ethyl acetate and the white solid 
obtained filtered off and dried to give the title compound (0. 140 g, 45%). 

MS APCI +ve ""/z 394 (tM+H]*). - 

*H NMR 300MHz (d^-DMSO) 7.44-7.26 (6H, m), 7.08 (IH, s), 6.94 (IH, d), 6.53 (2H, s), 
5.58 (IH, m), 3.57-3.42 (IH, m), 2.84-2.72 (2H, m), 2.36-2.18 (2H, m), 2.03-1.29 (lOH, 
m). 

Example 24 

1 -r4-f 2.5-DichloroDhenoxvV-4-Dhenvlbutvnpipera2ine fumarate 

. a) 1.1 "Dimethvlethv 4-r4-f 2.S-dichlorophenoxv)-4-phenvlbutvl1- 1 -pipcrazinecarboxvlate 
A solution of the product from Example 22 step (b) (0.20 g, 0.61 mmol), 
l-/err-butoxycarbonylpiperazine (0.34 g, 1.83 mmol) and potassium iodide (0.051 mg, 
0.3 1 mmol) in N-methylpyrrolidine was heated to 1 00 °C in a sealed vessel and stirred for 
4 h. The reaction was cooled and poured into water (50 ml) and the mixture extracted with 
ethyl acetate (3 x 50 ml). The combined organic extracts were washed with water 
(3 X 30 ml)i dried (magnesium sulphate) and evaporated to leave an oily residue (0.20 g, 
70%). 

MS APCI +ve ""/z 380/382 ([M-Boc]*)- 

b"^ l-r4-f2,5-Dichlorophenoxv)-4-phenvlbutvl1piperazine fumarate 

The product from step (a) (0.20 g, 0.42 mmol) was dissolved in 4M hydrogen chloride in 
dioxan (10 ml) and stirred for 3 h at room temperature. The solvent was evaporated and the 
residue partitioned between ethyl acetate (50 ml) and aqueous saturated sodium 
bicarbonate solution (50 ml). The layers were separated and the aqueous portion was 
extracted with ethyl acetate (2 x 50 ml). The combined organic portions were washed with 
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water (3 x 30 ml), dried (magnesium sulphate) and evaporated. The residue was dissolved 
in methanol and treated with one equivalent of fumaric acid, stirred for ten minutes and 
then the solvent was removed in vacuo. The solid residue was triturated with ethyl acetate 
and the white solid obtained filtered off and dried to give the title compound (0.10 g, 49%). 

MS APCI +ve ""/z 379/381 ([M+H]^. 

>H NMR 400MHz (d^-DMSO) 7.61-7.57 (IH, m), 7.44-7.35 (4H, m), 7.32-7.27 (IH, m), 
7.08 (IH, d), 6,94 (IH, dd), 6.46 (2H, s), 5.56 (IH, t), 3.04-2.94 (4H, m), 2.51-2.45 (4H, 
m), 2.33 (2H, t), 2.02-1.93 (IH, m), 1.85-1.78 (IH, m), 1.59-1.43 (2H, m). 

Example 25 

1 -r4-(2,5-Dichlorophcnoxv)-4-f 2-thienvnbutvn-4-methvl-piperazine difumarate 

The product from Example 19 step (c) (0.35 g, 0.83 mmol) was dissolved in anhydrous 
tetrahydrofuran (10 ml) and N-methylpiperazine (0.25 g, 2.49 mmot) added and stirred at 
room temperature for 18 h. The precipitated white solid was filtered off and discarded. The 
filtrate was evaporated and the residue dissolved in methanol and placed on a CC SCX 
resin. After washing with methanol (150 ml), the product was liberated with 7N ammonia 
in methanol (100 ml). The solvents were evaporated and the residue dissolved in methanol, 
treated with one equivalent of fumaric acid, and stirred for ten minutes. The solvent was 
removed in vacuo and the solid residue recrystallised from hot isopropanol to afford the 
title compound (0. 1 3 g, 30%). 

MS APCI +ve ""/z 399/401 ([M+Hf). 

'H NMR 400MHz (d^-DMSO) 7.49 (IH, d), 7.42 (IH, d), 7,30 (IH, d), 7.19 (IH, d), 7.02- 
6.92 (2H, m), 6.58 (4H, s), 5.90 (IH, t), 2.67-2.33 (8H, m), 2.30 (3H, s), 2.22-2.08 (IH, m), 
2.06-2.03 (IH, m), 1.92-1.82 (IH, m), 1.80-1.68 (IH, m), 1.57-1.42 (2H, m). 



Example 26 
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4-Chloro-2-r4-(methvlaininoV 1 ■( 3«thienvl)butoxv1-benzonitrile oxalate 
a) 1 -f 3 -ThienvD- 1 ,4-butanediol 

3-Chloropropanol (6.77 ml, 81 mmol) was dissolved in anhydrous tetrahydrofuran (100 
5 ml) and the solution cooled to 0 **C. i-Propyl magnesium chloride, 2M solution, (40.5 ml, 
8 1 mmol) was added dropwise, keeping the temperature at 0 **C. When the addition was 
complete the reaction was allowed to warm to room temperature- Magnesium (2.96 g, 
122 mmol) was added in one portion, followed by dibromoefhane (0.1 ml). The reaction 
was heated and gently refluxed for 3 h, adding more dibromoethane (0. 1 ml) at 1 and 2 h. 
10 The reaction was cooled and left to stand overnight. The resultant Grignard solution was 
titrated and had a concentration of 0.4M. 

The Grignard reagent prepared above (30 ml, 12 mmol) was syringed into a nitrogen 
flushed 3-necked flask, cooled to 0 ®C and treated dropwise with 3-thiophene 
carboxaldehyde (1 . 12 g, 10 mmol) in tetrahydrofuran (10 ml). The reaction was allowed to 
IS warm to room temp^ature slowly and then stirred for a flirtfaer 1 8 h. Saturated aqueous 
ammonium chloride (20 ml) was added and the mixture extracted with ethyl acetate 
(3 X 75 ml). The combined organic extracts were washed with wat^ (20 ml), dried 
(magnesiimi sulphate) and evaporated to afford the title compoimd as a colourless oil 
(1.52 g, 88%). 

20 

NMR 300MHz (CDCI3) 7.32-7.29 (IH, m), 7.20 (IH, d), 7.08 (IH, dd), 4.84 (IH, t), 
3.72-3.66 (2H, m), 2.59 (IH, bs), 2.00 (IH, bs), 1.95-1.86 (2H, m), 1.75-1.65 (2H, m). 

b'^ a-r3-rrf 1 , l-DimethvlethvlMimethvlsilvlloxvlpropvn-3-thioDhenemethanol 
25 The product fix>m step (a) (0.79 g, 4.58 mmol) was dissolved in dimethylformamide (5 ml) 
and triethylamine (1.28 ml, 9.16 mmol) and 4-dimethylanainopyridine (0.02 g) added. The 
solution was cooled to 0 and t-butyldimethylsilylchloride (0.655 g, 4.35 mmol), as a 
solution in dimethylformamide (35 ml), was added dropwise over half an hour. The 
reaction was stirred at 0 °C for 2 h, then allowed to warm to room temperature slowly. 
30 After stirring for a further 1 8 h, water (50 ml) was added and the reaction extracted with 
ethyl acetate (3 x 70 ml). The combined extracts were washed with water (3 x 20 ml), dried 

! 
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(magnesium sulphate) and evaporated. The residue was chromatographed on flash silica, 
eluting with hexane: ethyl acetate (4:1) to give the title compound as a colourless oil 
(1.164 g, 89%). 

NMR 300MHz (CDCI3) 7.23-7,19 (IH, m), 7.13-7.1 1 (IH, m), 7.00 (IH, d). 4.76-4.71 
(IH, m), 3.61 (2H, t), 2.99 (IH, d), 1.88-1.77 (2H, m), 1.63-1.56 (2H, m), 0.84 (9H, s), 
0.02 (6H, s). 

c) 4-Chloro-2-r4-r ff 1 . 1 -dimethvlethvndimethvlsil vlloxvl- 1 -f 3- 
thienyDbutoxvlbcnzonitrile 

The product from step (b) (1 . 1 64 g, 4.06 mmol) was dissolved in anhydrous 
tetrahydrofuran (80 ml) and 2-hydroxy-4-chloroben2onitrile (624 mg, 4.06 mmol) and 
triphenylphosphine (1.172 g, 4.47 mmol) added. The solution was cooled to 0 and 
diethyl azodicarbbxylate (0.71 ml, 4.47 mmol) added dropwise. The reaction was allowed 
to warm to room temperature and stirred for a further 18 h. The reaction was concentrated 
in vacuo and the residue chromatographed on flash silica, eluting with hexane: ethyl acetate 
(4:1), to afford the title compound as a colourless oil (1.12 g, 65%). 

*H NMR 300MHz (CDCI3) 7.45 (IH, d), 7.34-7.26 (IH. m), 7.25-7.23 (IH, m), 7.09 (IH, 

d) , 6.93 (IH, dd), 6.87 (IH, d), 5.40 (IH, t), 3.69-3.64 (2H, m), 2.13-2.01 (2H, m), 1.71- 
1 .62 (2H, m), 0.88 (9H, s), 0.04 (6H, s). 

d) 4-Chloro-2-r4-hvdroxv- 1 -f 3-thienvnbutoxv1benzonitrile 
The product from step (c) (1.12 g, 2.65 mmol) was dissolved in ethanol (60 ml) and 
pyridiniimi p-toluenesulphonate (0.067 g, 0.27 nunol) added. The reaction was heated to 
55 **C and stirred for TS h. The reaction was cooled and the solvent removed in vacuo. The 
residue was dissolved in ethyl acetate (180 ml) and the organic layer washed with aqueous 
saturated sodium bicarbonate solution (2 x 30 ml), water (2 x 30 ml) and brine (20 ml). 
After drying over magnesium sulphate, the solution was evaporated in vacuo to give the 
title compound as a colourless oil (0.72 g, 88%). 



MS APCI +ve ""/z 309/3 1 1 ([M+H]^. 
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NMR 400 MHz (CDCI3) 7.43 (IH, d), 7.35-7.30 (IH, m), 7.25 (IH, d), 7.06 (IH, d), 
6.91 (IH, d), 6.87 (IH, s), 5.41-5.38 (IH, m), 3.73-3.63 (2H, m), 2.21-1.59 (4H, m). 

5 e) 4-CMoro-2-r4-fmethvlaminoVl-G-thienvnbutoxv1benzonitrile oxalate 

The product from step (d) (0.38 g, 1 .23 tnmol) was dissolved in anhydrous tetrahydrofuran 
(100 ml) and triphenylphosphine (1 .062 g, 4.05 mmol) added. The solution was cooled to 
0 and N-iodosuccinimide (0.912 g, 4.05 mmol) added. The reaction was allowed to 
warm to room temperature overnight, whilst stirring. Methylamine, as a 40% aqueous 

10 solution, (5 ml) was added and the reaction stirred for 24 h. Saturated aqueous sodium 
bicarbonate solution (40 ml) was added and the mixture extracted with ethyl acetate 
(3 X 70 ml). The combined extracts were washed with water (20 ml), dried (magnesimn 
siilphate) and evaporated in vacuo. The residue was dissolved in metiianol and applied to 
CC sex resin. The resin was washed with methanol (200 ml) and the product liberated 

15 with 7N ammonia in methanol (100 ml). The solvent was removed in vacuo and the 
product converted into an oxalate salt and recrystallised from ethanol to give the title 
compoiuid as a white solid (0.185 g, 37%). 

MS APCI +ve ""/z 321/323 ([M+HH. 

20 

'H NMR 3OOMH2 (d^-DMSO) 7.76 (IH, d), 7.58-7.56 (2H, m), 7.37-7.36 (IH, d), 7.16- 
7.12 (2H, m). 5.81 (IH, t), 2.95 (2H, t), 2.52 (3H, s), 2.13-1.89 (2H, m), 1.78-1.57 (2H, m). 

Example 27 

25 

4-Chloro-2-ri -G-furanvlV4-fmethvlamino^butoxv1benzonitrile oxalate 
a) 1 -G-FuranvD- 1 .4-butanediol 

The Grignard reagent prepared in Example 26 step (a) (0.7M, 28 ml, 19.6 mmol) and 
30 furan-3-carboxaldehyde (1 .92 g, 20 mmol) in anhydrous tetrahydrofuran (15 ml) were used 
to prepare the title compound, using the procedure described in Example 26 step (a). The 
product was a coloiirless oil (2.42 g, 79%). 
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'H NMR 300MHz (CDCI3) 7.39 (2H, s), 6.40 (IH, s), 4.72 (IH, t), 3.74-3.62 (2H, m), 2.58 
(IH. s). 2.10 (IH, s), 1.91-1,78 (2H, m), 1.75-1.58 (2H, m). 

5 b"^ a-r3-rrf l > l -Dimethvlethvndimethvlsilvnoxv1proDvn-3-fiiraiimeth 

The product of step (a) (2.41 g, 15.4 mmol), t-butyldimethylsilylchloride (2.291 g, 
15.2 mmol), triethylamine (4.3 ml, 30.8 mmol), 4-dimethylaminopyridine (0.02 g) and 
dimethylformamide (70 ml) were used to prepare the title compound, using the procedure 
described in Example 26 step (b). The product was a colourless oil (2.65 g, 64%). 



'H NMR 300MHz (CDCI3) 7.31 (2H, s), 6.32 (IH, s), 4.65-4.59 (IH, m), 3.65-3.58 (2H, t), 
2.88 (IH, d), l.j85-1.75 (2H, m), 1.63-1.54 (2H, m), 0.83 (9H, s), 0.01 (6H, s). 

c) 4-Chloro-2-r4-rrf 1 . 1 ■dimethvlethvndimethvlsilvnoxvl- 1 -G- 
15 furanvDbutoxvlbenzonitrile 

The product from step (b) (1.33 g, 4.9 mmol), 4-chloro-2-hydroxyben2onitrile (0.753 g, 
4.9 mmol), triphenylphosphine (1.35 g, 5.15 mmol), diethyl azodicarboxylate (0.89 g, 
5.15 mmol) and tetrahydrofuran (50 ml) were used to prepare the title compoimd via the 
method described in Example 26 step (c). The product was a colourless oil (1 .27 g, 64%). 



"H NMR 300MHz (CDCI3) 7.47-7.39 (3H, m), 6.97-6.94 (2H, m), 6.42 (IH. s), 5.32 (IH, 
t), 3.67 (2H, t), 2.15-1.96 (2H, m), 1.73-1.63 (2H, m), 0.88 (9H, s), 0.04 (6H, s). 

d) 4-Chloro-2-r 1 -f 3-furanvn-4-hvdroxvbutoxvTbenzonitrile 
25 The product of step (c) (1.27 g, 3.13 mmol), pyridiniimi-p-toluene sulphonate (0.079 g, 
0.3 1 mmol) and ethanol (100 ml) were used to prepare the title compound using the 
procedure described in Example 26 step (d). Yield (0.87 g, 95%). 

^H NMR 300MHz (CDCI3) 7.48-7.41 (3H, m), 6.99-6.95 (2H, m), 6.43 (IH, s), 5.31 (IH, 
30 t), 3.73 (2H, t), 2.19-2.00 (2H. m), 1.81-1.69 (2H, m), 1.42 (IH, s). 



10 



20 



e) 4-Chloro-2-r 1 -f 3-furanvn-4-(methvlamino)butoxv1benzonitrile oxalate 
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Following the procedure described in Example 26 step (e), the product from step (d) above 
(0.83 g, 2.84 mmol), triphenylphosphine (1.64 g, 6.24 mmol), N-iodosuccinimide (1 .4 g, 
6.24 mmol), and tetrahydrofbran (60 ml) were used to prepare the iodo intermediate as a 
tetrahydrofuran solution. A portion of the solution (30 nil» 1.42 mmol) was treated with 
methylamine gas being bubbled through. The procedure of Example 26 step (e) was then 
followed to give the title compound as a white solid (0.3S g, 62%). 



MS APCI +ve "»/2 305/307 ([M+H]*). 

'H NMR 300MHz (d^-DMSO) 7.79-7.74 (2H, m), 7.67 (IH, s), 7.44 (IH, s), 7.16 (IH. d), 
6.51 (IH, d), 5.70 (IH, t), 2.96 (2H, t), 2.53 (3H, s), 2.12-1.87 (2H, m), 1.78-1.57 (2H, m). 



2-r4- Amino- 1 -f 3-furanvl)butoxv1-4-chlorobenzonitrile oxalate 

To a tetrahydrofuran solution of the iodo intermediate from Example 27 step (e) (30 ml. 



dimethyl sulphoxide (5 ml). The reaction was then stirred for 22 h at room temperature. 
The solution was then treated with triphenylphosphine (1.12 g, 4.26 mmol) and water 
(5 ml) and stirred for 24 h at room temperature. Aqueous saturated sodium bicarbonate 
solution (30 ml) was added and the mixture extracted with ethyl acetate (3 x 70 ml), The 
combined extracts were washed with water (2 x 30 ml), dried (sodium sulphate) and 
evaporated. The residue was dissolved in methanol, applied to a CC SCX resin, washed 
with methanol (200 ml) and then eluted with 7N aimnonia in methanol (1 00 ml). Th^ 
solvent was removed in vacuo and the residue chromatographed on flash silica, eluting 
with 7% 7N ammonia in methanol in dichloromethane. The product was dissolved in 
methanol, treated with one equivalent of oxalic acid, stirred for ten minutes and then the 
solvent was removed in vacuo. The solid residue was recrystallised from isopropanol to 
give the title compound as a white solid (0.26 g, 47%). 



Example 28 



1 .42 mmol), was added dropwise a solution of sodium azide (0.28 g, 4.26 mmol) in 



MS APCI +ve ""/z 291/293 ([M+Hf). 
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'H NMR 400MHz (d^-DMSO) (2H, m), 7.66 (IH, s), 7.46 (IH, s), 7.15 (IH, d), 

6.51 (IH, s), 5,70 (IH, t), 2.86 (2H, t), 2.1 1-1.88 (2H, m), 1.74-1.55 (2H, m). 



4-Chloro-2-r 1 -f 2-furanvlV4-(methvlamino'>butoxv1benzonitrile oxalate 
a^ 1 2'Furanvn- 1 ,4-butanediol 

The Grignard reagent prepared in Example 26 step (a) (0.7 M, 28 ml, 19.6 mmol), and 
furan-2-carboxaldehyde (1 .92 g, 20 mmol) in anhydrous tetrahydrofuran (15 nil) were used 
to prepare the sub-title compound, using the procedure described in Example 26 step (a). 
The product was a colourless oil (2.69 g, 88%). 

'H NMR 300MHz (CDCI3) 7.37 (IH, s). 6.33 (IH, dd), 6.24 (IH, d), 4.75 (I H, t), 3.71 (2H, 
t), 2.68 (IH, s), 2.07-1.88 (3H, m), 1,79-1.68 (2H, m). 

b) a-f3-rrfl.l-DimethvlethvlMimethvlsilvlloxv1propvn-2-furanmethanol 
The product of step (a) (2.684 g, 17.2 nunol), t-butyldimethylsilylchloride (2.56 g, 
17.2 nmiol), triethylamine (4.8 ml, 34.4 mmol), 4-dimethylaminopyridine (0.02 g) and 
dimethylformamide (70 ml) were used to prepare the sub-title compound, using the 
procedure described in Example 26 step (b). The product was a colourless oil (3.04 g. 



»H NMR 300MHz (CDCI3) 7.28 (IH, d), 6.26-6.24 (IH, m), 6.16 (IH, d), 4.66-4.46 (IH, 
m), 3.61 (2H, t), 2.99 (IH, d), 1.93-1.84 (2H, m), 1.61-1.56 (2H, m), 0.83 (9H, s), 0.00 
(6H, s). 

c) 4-Chloro-2^r4-rrf 1. 1 -dimetfavlethvndimethvlsilvlloxv1-l-f2-furanvnbutoxvl 
benzonitrile 

The product from step (b) (1 .52 g, 5.6 mmol), 4-chloro-2-hydroxybenzonitrile (0.86 g, 
5.6 nunol), triphenylphosphine (1 .54 g, 5.9 mmol), diethyl azodicarboxylate (1 .02 g. 



Example 29 



66%). 
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5.9 mmol) and tetrahydrofuran (50 ml) were used to prepare the sub-title compound using 
the method described in Example 26 step (c). The product was a colourless oil (1 .32 g, 
58%). 

'H NMR 300MH2 (CDCI,) 7.46-7.40 (2H, m), 7.04 (IH, s), 6.97 (IH. dd), 6.35 (2H, s), 
532 (IH. t), 3.71-3.65 (2H, m), 2.26-2.1 1 (2H, m), 1.74-1.64 (2H, m), 0.88 (9H, s). 0.04 
(6H, s). 

d) 4-Chloro-2-r 1 -(2-furanvl'>-4-hvdroxvbutoxvTbenzomtrile 

Hie product of step (c) (1.32 g, 3.25 mmol), pyridinium-p-toluene sulphonate (0.082 g, 
0.33 mmol) and ethanol (100 ml) vrete used to prepare the sub-title compound using the 
procedure described in Example 26 step (d). Yield (0.10 g, 10%). 

'H NMR SGOMHz (CDCI3) 7.45 (IH, d), 7.41 (IH, s). 7.04 (IH, s), 6.98 (IH, d), 6.38-6.33 
(2H, m), 5.31 (IH, t), 3.75-3.71 (2H, t), 2.31-2.17 (2H, m), 1.80-1.66 (2H, m), 1.57 (IH, 
bs). 

e) 4-Chloro-2-r 1 -(2-furanvl)-4-(methvlamino)butoxv1benzonitrile oxalate 

The title compound was prepared by the procedure described for Example 26 step (e) using 
the product of step (d) above (0.10 g, 0.34 mmol), triphenylphosphine (0.18 g, 0.68 mmol), 
N-iodosuccinimide (0.154 g, 0.68 mmol), tetrahydrofiiran (25 ml) and 40% aqueous 
mediylamine (5 ml). Yield (0.021 g, 16%). 

MS APCI -Kve "/z 305/307 ([M+H]"). 

'H NMR 300MHz (dj-DMSO) 7.73 (IH, d), 7.69 (IH, s), 7.55 (IH, s), 7.18 (IH, d), 6.62 
(IH, d), 6.47-6.44 (IH, m), 5.80 (IH, t), 2.96 (2H, t), 2.53 (3H, s), 2.19-2.02 (2H, m), 1.77- 
1.61 (2H, m). 



Example 30 
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2-rrf 1 RV4- Amino- 1 -f 1 -methyl- 1 H-imidazol-2'Vnbutvl1oxv1-4-chloro-5>fluoroben2onitrile 
hydrochloride 

r4-f 1 -Methyl- 1 H-imidazol-2-yn-4-oxobutvncafbamic acid 1 . 1 -dimethylethyl ester 
N-methylimidazole (0.83 g» 10. 1 mmol) was dissolyed in anhydrous tetrahydrofuran 
(30 ml) and the solution cooled to -70 ^'C. n-Butyllithium (2.29M, 3.48 ml, 10.1 mmol) 
was added dropwise and the solution stirred fdr 0.5 h at -70 °C. 1 ,1-Dimethylethyl [4- 
(methoxymethylamino)-4-oxobutyl]-carbamate (1.24 g, 5.03 mmol) as a solution in 
tetrahydrofuran (50 ml) was added dropwise and the resultant solution stiired at -70 ''C for 
1 h. The cooling bath was remoyed and the reaction mixture allowed to warm to 0 °C. The 
reaction was quenched with saturated aqueous ammonium chloride solution (30 ml) and 
extracted with ethyl acetate (3 x 70 ml). The combined extracts were washed with water 
(2 X 20 ml), dried (magnesium sulphate) and eyaporated. The residue was eluted down a 
flash chromatography column eluting with hexane : ethyl acetate (3: 1) to afford the sub- 
title compound as a pale straw-coloured oil (0.82 g, 61 %). 

'H NMR 300MH2 (CDCI3) 7.12 (IH, s), 7.02 (IH, s), 4.80 (IH, s), 4.00 (3H, s), 3.23-3.13 
(4H, m), 1.96-1.86 (2H, m), L43 (9H, s). 

b^ [( 4R)-4-Hvdroxy-4-f 1 -methyl- 1 H-imida2ol-2-ynbutyncarbamic acid 1.1- 
dimethvlethyl ester 

The product of step (a) (0.60 g, 2.24 mmol) was reacted with (3a*9-tetrahydro-l-methyl- 
3,3-diphenyl-3//-pyrrolo[l,2-c][l,3,2]oxazaborole (IM in toluene, 0.22 ml) and 
boraneitetrahydrofuran complex (IM, 1.5 ml, 1.5 mmol) in tetrahydrofuran (40 ml) using 
the procedure described in Example 1 step (a) to give the sub-title compoiind as a 
colourless oil (0.25 g, 42%). 



MS APCI +ve ""/z 270 ([M+H]*). 



c) hi -Dimethylethyl l( 4RV-4-( 5-chloro-2-cvano-4-fluorophenoxvV4-f 1 -methvl- 1 H- 



imida2ol-2-yl)butyn-carbamate 



m 
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The product of step (b) (0.24 g, 0.9 mmol) was dissolved in dry dimethylformamide 
(20 ml), sodium hydride (60% dispersion in oil, 0.04 g, 0.95 mmol) was added in one 



difluorobenzonitrile (0.16 g, 0.9 mmol), as a solution in dry dimethylformamide (5 ml), 
was added dropwise and the reaction stirred for 18 h at room temperature. Water (25 ml) 
was added and the reaction mixture extracted with ethyl acetate (3 x 60 ml). The combined 
organic extracts were washed with water (2 x 20 ml), dried (magnesium sulphate) and 
evaporated. The residue was eluted down a flash chromatography colimm using 
hexane:ethyl acetate (1 :3) as eluent to give the sub-title compound as a white crystalline 
solid (0.34 g, 88%). 

NMR 300MH2 (CDCI3) S 7.40 (IH, d), 7.34 (IH, d), 7.1 1 (IH, d), 6,82 (IH, d), 6.13 
(IH, q), 4.65 (IH, bs), 3.87 (3H, s), 3.22 (2H, m), 2.27-2.21 (IH, m), 2.13-2.08 (IH, m), 
1.86-1.79 (IH, m), 1.68-1.63 (IH, m), 1.43 (9H, s). 

d) 2-[[( 1 R)-4>Amino-l -( 1 -methvI-lH-imidazol-2-vnbutvnoxvM-chloro-5-fluorQ- 
benzonitrile hvdrochloride 

The product of step (c) (0.33 g, 0.78 mmol) was dissolved in 4M hydrochloric acid in 
dioxan (10 ml) and stirred for 10 minutes. The solvent was removed in vacuo and the solid 
residue triturated with ethyl acetate. The white solid was filtered off and dried under high 
vacuum to give the title compound (0.22 g, 70%). 

MS APCI +ve "/2 323 ([M+H]*). 

'H NMR 3OOMH2 (d,"DMSO) 5 8.12 (IH, d), 8.08 (3H, bs), 7.82-7.79 (IH, m), 7.75 (IH, 
s), 7.67 (IH, s), 6.31-6.22 (IH, m), 3.95 (3H, s), 2.89-2.74 (2H, m), 2.32-2,25 (2H, m), 
1.76-1.56 (2H,m). 



portion and the mixture stirred at room temperature for 0.5 h. 4-Chloro-2,5- 



Example 31 



4-Chloro-2-r 4-(methvlamino V 1 -f 2-pvridinvnbutoxv1ben2onitrile oxalate 




wo 01/62713 



PCT/SEOl/00370 



49 



a) 1 -f2-Pvridinvl V 1 .4-butanediol 

/-Propyl magnesium chloride (1 1.6 ml» 2M in tetrahydrofuran) was added dropwise to a 
solution of 3-chloropropanol (2.1 g) in tetrahydrofuran (20 ml) at 0 ^C. Magnesium 
turnings (0.8 g) and 1,2-dibromoethane (1 drop) were added and the mixture was refluxed 
for 5 h and then added at 0 **C to a solution of pyridine-2-carboxaldehyde (1.3 g) in 
tetrahydrofuran (10 ml). The mixture was quenched with aqueous ammonium chloride and 
basified to pH 9 with aqueous potassium carbonate. Extraction with ethyl acetate and then 
extraction of the residual inorganics with methanol, followed by evaporation and 
purification by chromatography on silica eluting with dichloromethane - 2M ammonia 
gave the sub-title compound as a brown oil (1 .1 g). 

MS APCI +ve "/z 168 ([M+H]*). 

b) g-rS-rrf l , l -Dimethvlethvndimethvlsilvnoxv1propvn-2-pvridinemethanol 

A solution of the product fix>m step (a) (0.67 g)» tert-butylchlorodimethylsilane (0.6 g), 
triethylamine (0.S6 ml) and dimethylaminopyridine (0.01 g) in dimethylfonnamide (5 ml) 
was stirred for 2 h at 0 °C and at 20 for 16 h. Water was added and the mixture was 
extracted with ethyl acetate (three times). The combined organic extracts were washed with 
water, dried (sodium sulphate), evaporated and purified by chromatography on silica 
eluting with petrol-acetone to give the sub-title compound as a colourless oil (0.58 g). 

MS APCI +ve ^Ix 282 ([M+HH- 

c) 4-Chloro-2-rr4-rrf 1 . 1 -dimethvlethvndimethvlsilvnoxv1-l-f2- 
pvridinvnbutoxv]benzonitrile 

The sub-title compoimd was prepared according to the method of Example 1 step (b) using 
the product of step (b) above and 4-chloro-2-hydroxybenzonitrile. 



MS APCI +ve ""/z 417 ([M+HJO- 
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4-Chloro-2-r4-hvdroxV" 1 -f 2-Dvridinvnbutoxv1 benzonitri le 
A solution of the sub-title compound from step (c) (0.6 g) and p-toluenesulphonic acid 
(20 mg) in methanol was stirred for 24 h. 2M Potassium carbonate solution (0.1 ml) was 
added and the solvent was removed in vacuo. Aqueous sodium hydrogen carbonate was 
added and the mixture was extracted with dichloromethane three times. The combined 
organic extracts were washed with water, dried (sodium sulphate) and evaporated to give 
an oil. Purification by chromatography on silica eluting with petrol-acetone gave the sub- 
title compound as a colourless oil (0.38 g). 

MS APCI +ve ""/z 303 ([M+H]0. 

e"^ 4-Chlora'2«r4-fmethvlaminoVl-f2-pvridinvnbutoxvl benzonitrile oxalate 
A solution of the alcohol from step (d) (0.17 gX tosyl chloride (0.12 g), triethylamine 
(0.16 ml) and dimethylaminopyridine (5 mg) in tetrahydrofiiran (4 ml) was stirred for 12 h 
at 0 and at 20 ''C for 24 h. 40% Aqueous methylamine solution (3 ml) was added and 
the mixture was stirred for 1 8 h. The solvent was removed in vacuo and residue dissolved 
in water and extracted with dichloromethane three times. The combined organic extracts 
were washed with water, dried (magnesixim sulphate) and evaporated to give an oil. 
Pxirification by chromatography on silica eluting with dichloromethane - 3M ammonia in 
methanol gave a pale yellow gum (75 mg). To a solution of this amine in 2-propanol (3 ml) 
was added a solution of oxalic acid (23 mg) in hot methanol (0.3 ml). The crystals that 
formed on cooling were collected and dried to afford the title compound as a white solid 
(76 mg). M.p. 170-171 *^C. 



MS APCI +ve ""/z 3 16 ([M+HJO. 

NMR 400 MHz (d,-DMSO) 8.60 (d, IH), 7.87 (td, IH), 7.78 (d, 2H), 7.47 (d, IH), 7.38 
(dd, IH), 7.16 (dd, 2H), 5.66 (t, IH), 2.95 (t, 2H), 2.57 (s, 3H), 2.16 - 1.97 (m, 2H), 1.80 - 
1.62 (m,2H) 



Example 32 



4-Chloro-5-fluoro-2-r 4-f methvlaminoV 1 -f2-pvridinvl)butoxvlbenzonitrile oxalate 




• 
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a) 4>Chloro>2-rr4-rrf 1 . 1 -dimethvlethvlMimethvlsilvlloxvV l-f2-Dvri(ii^vnbutoxv^-S- 
fluo^o benzonitrile 

Sodium hydride (0.033 g, 60% dispersion in oil) was added to a solution of the product 
froni Example 31 step (b) (0.214 g) and 4-chloro-2,5-difluorobenzonitrile (0.13 g) in 
tetrahydrofiiran (5 ml) and the resultant suspension was stirred for 2 h. The mixture was 
quenched with aqueous ammonium chloride and basified to pH 8. The mixture was 
extracted with ethyl acetate (three times) and the combined organic extracts were dried 
(sodium sulphate) and evaporated to give an oil. Purification by chromatography on silica 
eluting with petrol-ether gave the sub-title compound as a colourless oil (0.3 1 g). 

MS APCI +ve "/z 435 ([M+HH. 

b^ 4-Chloro-5-fluoro-2-r 4-hvdroxy- 1 -f 2-pvridinvnbutoxv1benzonitrile 

The sub-title compound was prepared according to the method of Example 3 1 step (d) 

using the product of step (a) above. 

MS APCI +ve '"/z 32 1 ([M+H]^. 

c"^ 4-Chloro-5-fluoro-2-r4-f methvlamino)- 1 -f 2-pvridinvl)butoxv1benzonitrile oxalate 
Triphenylphosphine (0.274 g) and TSModosucdnimide (0.235 g) were added to a solution of 
the alcohol from st^ (b) (0.288 g) in tetrahydrofiiran (4 ml) and the resultant solution was 
stirred for 2 h. Half of this solution was treated with 40% aqueous methylamine (3. ml) and 
the resultant solution was stirred for 60 h. The solvent was removed in vacuo and residue 
dissolved in water and extracted with dichloromethane three times. The combined organic 
extracts were washed with water, dried (magnesimn sulphate) and evaporated to give an 
oil. Purification by chromatography on silica eluting with dichloromethane - 3M ammonia 
in methanol gave a pale yellow gum (0. 105 g). To a solution of this amine in ethanol (3 ml) 
was added a solution of oxalic acid (0.031 g) in ethanol (0.3 ml). The crystals that formed 
on cooling were collected and dried to afford the title compound as a white solid (0.09 Ig). 
M.p. 169- 170 °C. 
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MS APCI +ve ""/z 334 ([M+HD- 

NMR 400MHz (d^-DMSO) 8.60 (d, IH), 8.03 (d, IH), 7.86 (td, IH), 7.48 (d, IH), 7.40 
(d, 2H), 7,38 - 7.33 (m, 2H), 5.70 (t, IH), 2.96 (t, 2H), 2.55 (s, 3H), 2.15 - 1.99 (m, 2H), 
1.77- 1.60 (m,2H) 

Example 33 

4->C3iloro-2-r4-fetfavlammoVM2-pvridmvnbutoxvlbeii^ oxalate 
sl) 4-ChIoro-2-r4-iodo- 1 -(2-Dvridinvnbutoxv1benzonitrile 

A solution of the alcohol from Example 31 step (b) (0.175 g), triphenylphosphine (0.172 g) 
and A^iodosuccinimide (0.145 g) in dichloromethane (7 ml) was stirred for 1.5h. Water 
was sidded and the The mixture was extracted with dichloromethane (three times) and the 
combined organic extracts w^e dried (magnesium sulphate), evaporated and purified by 
chromatography on silica silica eluting with petrol — ether to give the sub-title compound 
(0.1 14 g). 

MS APCI +ve m/z 413 ([MH-HH 

b^ 4-Chloro-2-r4-f ethvlaminoV 1 2-pvridinvl)butoxvlbenzonitrile oxalate 
A solution of the product iSrom step (a) (0. 108 g) in tetrahydrofiiran (2 ml) and 70% 
aqueous ethylamine (1 ml) was stirred for 18 h. The solvent was removed in vacuo and 
residue dissolved in water and extracted with dichloromethane three times. The combined 
organic extracts were dried (magnesium sulphate) and evaporated to give an oil. 
Purification by chromatography on silica eluting with dichloromethane — 3M ammonia in 
methanol gave a pale yellow gum (0.075g). The oxalate salt was prepared as in Example 3 1 
step (e) to afford the title compound as a white solid (0.047 g). 



MS APCI +ve ""/z 330 ([M+H]^. 
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NMR 400 MHz, (d^-DMSO) 5 8.60 (dd, IH), 7.86 (td. IH), 7.77 (d, IH), 7.48 (d, IH), 
7.37 (t, IH), 7,18 . 7.12 (m, 2H), 5.65 (t, IH). 2.84 (t, 4H), 2.78 (q, 4H), 2.15 - 1.98 (m, 
2H), 1.75 - 1.57 (m,2H).. 



a) 1 -f 3-Pvridinvn- 1 .^-butanediol 

The sub-title compound was prepared by the method of Example 26 step (a) using 
pyridine-3-carboxaldehyde. 

MS APCI +ve ""/z 168 ([M+H]*). 

b^ a-r3-rrf l > l -DimethvletfavDdimetfavlsil vnoxvlproDvll-3-Dvridinemetfaanol 

The sub-title compound was prepared by the method of Example 26 step (b) using the 

product of step (a) above. 

MS APCI +ve "/z 282 ([M+H]^. 

c^ 4>Chloro-2-rr4-rrfLl-dimethvlethvndimethvlsilvnoxvM-(3- 
pyridinvDbutoxvlbenzonitrile 

The sub-title compound was prepared according to the method of Example 1 step (b) using 
the product of step (b) above and 4-chloro-2-hydroxyben2onitrile. 

MS APCI+ve"'/z417([M+Hr). 



Example 34 



2-r4«Aniino«l-(3-PvridinvDbutoxvl-4-chloro-ben2onitrile oxalate 



d^ 4-Chloro-2-r4-hvdroxV"l-f3-pvridinvnbutoxv1benzonitrile 

40% Aqueous hydrofluoric acid (0.2 ml) was added to a solution of the product from step 
(c) (0.646 g) in acetonitrile (5 ml) at 0 ®C and stirred for 1 h. Further hydrofluoric acid 
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(0.2 ml) was added and stirring continued at 0 ®C for 10 h and at 20 °C for 4 h. Aqueous 
potassium carbonate was added, the mixture was extracted with ethyl acetate (three times) 
and the combined organic extracts were dried (sodiimi sulphate) and evaporated to give an 
oil. Purification by chromatography on silica eluting with dichloromethane - 2M ammonia 
5 gave the sub-title compound as a white solid (0.426 g). 



MS- APCI +ve ""/z 303 ([M+HD. 

e) 2~r4- Amino- 1 •"(3-pvridinynbutoxv1"4-chlorobenzonitrile oxalate 
10 Triphenylphosphine (0.142 g) and JV-iodosuccinimide (0.124 g) were added to a solution of 
the alcohol from step (d) (0. 134 g) in tetrahydrofuran (4 ml) and the resultant solution was 
stirred for 1.5 h. A solution of sodium iodide (0.044 g) in dimethylsulphoxide (0.2 ml) was 
added and stirred for 1 .25 h. Triphenylphosphine (0.1 74 g) and water (0.5 ml) were added 
and stirred for 2 days. The solvent was partly removed in vacuo, aqueous sodium hydrogen 
IS carbonate added and the mixture extracted with dichloromethane. The combined organic 
extracts were dried (sodium sulphate), evaporated and piirified by chromatography on 
silica eluting with dichloromethane - 7M ammonia in methanol to give an orange gum 
(0.087 g). The oxalate salt was prepared as in Example 3 1 step (e) to afford the title 
compound as a white solid (0.047 g). 

20 

MS APCI +ve ^/z 302 ([M+H]*)- 

NMR 400MHz, (d^-DMSO) 8,68 (d, IH), 8.54 (d, IH), 7.83 (d, IH), 7.78 (d, IH), 7.45 
(dd, IH), 7.40 (d, IH), 7.16 (dd, IH), 5.86 (t, IH), 2.84 (t, 2H), 2:i6 - 1.92 (m, 2H), 1.73 - 
25 1.52 (m,2H). 

Examole 35 



30 



4-Chloro-2-r4-(methvlamino)- 1 -(3-pvridinvnbutoxv1-ben2onitrile oxalate 



Triphenylphosphine (0.142 g) and TV^iodosuccinimide (0.124 g) were added to a solution of 
the alcohol from Example 34 step (d) (0.134 g) in tetrahydrofuran (4 ml) and the resultant 
solution was stirred for 1.5 h. Methylamine was bubbled through for 2 minutes and the 
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solution was then stirred for 2 days. The solvent was partly removed in vacuo, water added 
and the mixture extracted with dichloromethane. The combined organic extracts were dried 
(sodium sulphate), evaporated and purified by chromatography on silica eluting with 
dichloromethane - 3M ammonia in methanol to give an orange gum (0.08 g). The oxalate 



$ salt was prepared as in Example 3 1 step (e) to afford the title compound as a white solid 
(0.093 g). 

MS APCI +ve ""/z 3 1 6 ([M+Hj^. 

10 NMR 300MHz, (d^-DMSO) 8.68 (s, IH), 8.54 (t, IH), 7.87 - 7.76 (m, 2H), 7.45 (t, IH), 

7.38 (s, IH), 7.17 (d, IH), 5.90 - 5.82 (m, IH), 2.97 (t, 2H), 2.52 (t, 3H), 2.16 - 1.90 (m, 
2H), 1.81 - 1.57 (m,2H). 



a) 1 -( 4-P vridinvl V 1 .4-butanediol 

The sub-title compound was prepared by the method of Example 3 1 step (a) using 
20 pyridine-4-carboxaldehyde. 

MS APCI +ve "/z 168 ([M+H]0. 

b"^ a-r3-rrf l . l -Dim€thvlethvl)dimethvlsilvnoxvlproDvn-4-ovridinemethanol 
25 The sub-title compound was prepared by the method of Example 3 1 step (b) using the 
product of step (a) above. 



Example 36 



IS 



4-Chloro-2-r4-(ethvlaminoVl-f4-pvridinvnbutoxvV benzonitrile oxalate 



MS APCI +ve ""/z 282 ([M+Hf). 
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4-CMoro-2-rr4>rrn,l-dimethvlethvlMiniethvlsilvnoxvVl-f4- 
pvridinvnbutoxvlbenzonitrile 

The sub-title compotmd was prepared according to the method of Example 1 step (b) using 



MS APCI +ve ""/z 417 ([M+H]*)- 

d"^ 4-Chloro-2-r4-hvdroxv- 1 -( 4-pvridinvnbutoxv1ben2onitrile 

The sub-title compoxmd was prepared according to the method of Example 31 step (d) 

using the product of step (c) above. 

MS APCI +ve ™/z 303 ([M+H]*)- 

4-Chloro-2-r4-( ethvlaminoV 1 -f 4-pvridinvl)butoxv1benzonitrile oxalate 
The title compound was prepared according to the method of Example 3 1 step (e) using the 
product of step (d) above and 70% aqueous ethylamine. 



MS APCI +ve "/z 330 ([M+Hf). 

*H NMR 400 MHz (dg-DMSO) 8.61 (t, 2H), 7.82 (dd, IH), 7.41 (d, 2H), 7.27 (s, IH), 7.18 
(d, IH), 5.84 (t, IH), 3.00 - 2.85 (m. 4H), 2.07 - 1.93 (m, 2H), 1.76 - 1.61 (m, 2H), 1.15 (t, 
3H). 



4-Chloro-2~r4'-f methvlamino V 1 -(4-pvri dinvnbutoxvlbenzonitrile oxalate 

The title compound was prepared according to the method of Example 3 1 step (e) using the 

product of Example 36 step (d) and 40% aqueous methylamine. M.p. 169- 172 °C. 



the product of step (b) above and 4-chloro-2-hydroxybenzonitrile. 



Example 37 



MS APCI +ve ""/z 316 ([M+HlO- 
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NMR 300MHz (dg-DMSO) 8.60 (dd, 2H), 7.81 (d, IH), 7.41 (d, 2H), 7.27 (d, IH), 7.18 
(dd, IH), 5.83 (t, IH), 2.94 (t, 2H), 2.50 (s, 3H), 2.1 1-1.89 (m, 2H), 1.77 - 1.59 (m, 2H). 

Example 38 

4-Chloro-2-r4-r(2-hvdroxvethvnanfunoVl-(4-pvridinvl)butoxv1benzonitril^ oxalate 
Triphenylphosphine (0.137 g) and iV-iodosuccinimide (0.1 18 g) were added to a solution of 
the alcohol from step (d) (0. 144 g) in tetrahydrofiiran (4 ml) and the resxiltant solution was 
stirred for 2 h. Ethanolamine (0.150 g) was added and the resultant solution was stirred for 
24 h. The solvent was removed in vacuo and the residue was dissolved in water and 
extracted with dichloromethane three times. The combined organic extracts were washed 
with water» dried (magnesium sulphate) and evaporated to give an oil. Purification by 
chromatogr^hy on silica eluting with dichloromethane — 3M ammonia in methanol gave a 
pale yellow gum (0.105 g). To a solution of this amine in 2-propanol (3 ml) was added a 
solution of oxalic acid (0.03 1 g) ia methanol (0.3 ml). The crystals that formed on cooling 
were collected and dried to afford the title compound as a white solid (0.098 g). 

MS APCI +ve ""/z 346 ([M+H]*)- 

^H NMR 400MHz (d5-DMSO) 8.61 (d, 2H), 7.82 (d, IH), 7.41 (d, 2H), 7.28 (s, IH), 7.18 
(d, IH), 5.83 (t, IH), 3.63 (t, 2H), 3.04 - 2.92 (m, 4H), 2.07 - 1.92 (m, 2H), 1.80 - 1.65 (m, 
2H). 

Example 39 

2-r4- Amino- 1 -f 2-methoxv-3-pvridinvDbutoxvl-4-chloro-benzonitrile oxalate 



a) r4~(2-Methoxv-3-pvridinvlV4-oxobutyllcarbamic acid 1.1-dunethvlethvl ester 
2-Methoxypyridine (1.9 ml) and then di/5opropylamine (0.1 ml) were added to a solution 
of methyl lithium (10 ml of a 1.6M solution in ether) in tetrahydrofiiran (20 ml) at 
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-78 ^^C and the solution was stirred at 0 °C for 1 8 h and then re-cooled to -78 ""C. A 
solution of 1,1-dimethylethyl [3-(methoxymethylaniino)-3-oxopropyl]-carbamate (1.6 g) in 
tetrahydrofuran (5 ml) was added slowly and the resultant solution was allowed to warm to 
-30 over 3.5 h, quenched with aqueous ammonium chloride and extracted with ether 
(three times). The combined organic extracts were dried (sodium sulphate), evaporated and 
purified by chromatography on silica eluting with petrol-ether gave the sub-title compoimd 
as a colourless oil (0.572 g). 

NMR 300MHz (CDClj) 8.30 (dd, IH), 8.08 (dd, IH), 6.98 (dd, IH), 4.68 - 4.59 (m, 
IH), 4.02 (d, 3H), 3.20 (q, 2H), 3.06 (t, 2H), 1.89 (quintet, 2H), 1.43 (s, 9H). 

h) r4-Hvdroxv-4-f 2-methoxv-3-Pvridinvnbutvncaifaamic acid 1 , 1 -dimethvlethvl ester 
Borane (0.7 ml, IM in tetrahydrofuran) was added to a solution of (3a/?)-tetrahydro-l- 
methyl-3,3-diphenyl-3i?-pyrrolo[l,2-c][l,3,2]oxazaborole (0.05 ml, IM in toluene) in 
tetrahydrofuran (2 ml) at 0 **C. A solution of the product from step (a) above (0.304 g) in 
tetrahydrofuran (3 ml) was added over 20 minutes and then stirred at 0 for 4 h and at 
20 for 14 h. Methanol was added and the solution was ev£q>orated and the residue 
azeotroped with methanol. Purification by chromatography on silica eluting with petrol- 
ether gave the sub-title compovind as a colourless oil (0.255 g). 

NMR 300MHz (CDCl,) 8.07 (dd, IH), 7.62 (d, IH), 6.89 (t, IH), 4.83 (q, IH), 4.67 - 
4.58 (m, IH), 3.99 (m, 3H), 3.26 - 3.09 (m, 2H), 2.79 - 2.70 (m, IH), 1.83 - 1.50 (m, 4H), 
1.44 (d,9H). 

c^^ r4-f S-Chloro-2-cvanophenoxvl-4-f 2-methoxv-3-pvridinvnbutvncaibamic acid 1.1- 

dimethvlethyl ester 

The sub-title compound was prepared by the method of Example 1 step (b) using the 
product of step (b) above and 4-chloro-2-hydroxyben2onitrile. 

^H NMR 300MH2 (CDClj) 8.13 (dd, IH), 8.06 - 7.98 (m, IH), 7.64 (dd, IH), 7.44 (t, IH), 
7.03 - 6.76 (m, IH), 5.55 (dd, IH), 4.64 - 4.55 (m, IH), 4.06 (s, 3H), 3.99 - 3.92 (m, 2H), 
3.63 - 3.56 (m, IH), 3.23 - 3.11 (m, 2H), 2.09 - 1.51 (m, 2H), 1.43 (s, 9H). 
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d) 2-r4-Amino- l-(2-methoxv>3-Dvridinvl)butoxvl-4-chloroben2onitriIe oxalate 
A solution of the product from step (c) (0.136 g) in 4M hydrogen chloride in dioxan (2 ml) 
was stirred for 1 h. Aqueous potassium carbonate was added and the mixture was extracted 
with dichloromethane. The organic extracts were dried (sodium sulphate), evaporated and 
purified by chromatography on silica eluting with dichloromethane - 3M ammonia in 
methanol to give a pale yellow gum (0.073 g). The oxalate salt was prepared as in 
Example 3 1 st^ (e) to give the title compound as a white solid (0.065 g). 

MS APCI -i-ve ^Ix 332 ([M+H]^. 

^ H NMR 400MHz (d^-DMSO) 8.16 (dd, 1 H), 7.79 (d, 1 H), 7.7 1 (dd, 1 H), 7. 1 6 (dd, 1 H), 
7.12 (d, IH), 7.05 (dd, IH), 5.77 (t, IH), 3.97 (s, 3H), 2.85 (t, 2H), 2,13 - 1.94 (m, 2H), 
1.74- 1.55 (m,2H). 

Example 40 

2-r4« Amino- 1 -f 1 .2-dihvdro~2-oxO"3-pvridinvl)butoxv1-4"ChlorobeDzonitrile oxeJate 
A solution of the product from Example 39 step (d) (0.190 g) in ethanol (0.5 ml) and 4M 
hydrogen chloride in dioxan (2.5 ml) was stiired for 6 days. Aqueous potassium carbonate 
was added and the mixture was extracted with ethyl acetate and dichloromethane. The 
combined organic extracts were dried (sodium sulphate), evaporated and purified by 
chromatography on silica eluting with dichloromethane — 7M ammonia in methanol gave a 
pale yellow gum (0.028 g). The oxalate salt was prepared as in Example 3 1 step (e) to give 
the title compound as a white solid (0.01 5 g). 

MS APCI +ve "/z 318 ([M+H]^. 

NMR 400MHz (d^-DMSO) 7.79 (d, IH), 7.60 (dddd, IH), 7.52 - 7.46 (m, 2H), 7.42 
(dddd, IH), 7.19 ^ 7.13 (m, 2H), 6.27 (dt, 2H), 5.61 (t, IH), 4.41 (t, IH), 3.27 - 3,21 (m, 
2H), 2.06- 1.87 (m, 4H). 
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Example 41 

2-rrf 1 R'>-4-amino- 1 -G-furanvnbutvl1oxv1-4-cMoro-5-fluoro-ben2onitrile fumarate 

a'^ r4-f3-Furanvn*4«oxobutvncarbamic acid 1.1-dimetfavlethvl ester 
A solution of 3-biiomofuran (4.3 g) in dry tetrahydrofuran (25 ml) was cooled to -70 ''C 
under an atmosphere of nitrogen. A solution of 1 , 1 -dimethylethyl-[4- 
(methoxymefbylamino)-4-oxobutyl]-carbamate (3.4 g) in dry tetrahydrofuran (SO ml) was 
added dropwise and the reaction mixture was kept at -70 ®C for 3 h. The reaction was 
quenched with saturated aqueous ammonium chloride (100 ml) and extracted into ethyl 
acetate (3 x 75 ml). The organic extract was washed with water, brine, dried ov^ 
magnesium sulphate and evaporated to give an oil. This was passed down a silica gel 
colimm eluted with hexanerethyl acetate (4:1) to afford the product as a clear oil (2.1 g). 

NMR 400MHz (CDCI3) 8.06 - 8.01 (IH, m), 7.44 (IH, t), 6.76 (IH, dd), 4.63 (IH, s), 
3.24 - 3.13 (2H, m), 2.80 (2H, t), 1 .91 (2H, quintet), 1.43 (9H, s). 

b"^ rf4R)-4«f3-Furanvn-4*hvdroxvbutvncarbamic acid 1.1-dimethvlethvI ester 

The product from step (a) (1 .8 g) was reduced by the same procedure described in Example 

30 step (b) to afford the product as a clear gum (1.5 g). 

NMR 300MHz (CDCI3) 7.39 (2H, d), 6.40 (IH, t), 4.79 - 4,63 (IH, m), 4.65 - 4.49 (IH, 
m), 3.30 - 3.01 (2H, m), 1.87 - 1.69 (2H, m), 1.67 - 1.50 (2H, m), 1.62 (IH, d), 1.45 (9H, 
s). 

c) rf4RV4-(5-ChlorO'2-cvanO"4>fluoroDhenoxv)"4-f3'-furanvnbutvncarbamic acid I.N 
dimethvlethvl ester 

The product from step (b) (1.4 g) was subjected to the procedure described in Example 30 
step (c) to afford the product as a clear gum (1.5 g). 
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*H NMR 300MHz (CDCI3) 7.43 - 7.39 (2H, m), 7.30 (IH, d), 6.99 (IH, d), 6.41 (IH, m), 
5.24 (IH, t), 4.57 (IH, s), 3.33 - 3.03 (2H, m), 2.19 - 2.02 (IH, m), 2.01 - 1.84 (IH, m), 
1 .77 - 1 .60 (2H, m), 1 .41 (9H, s). 

d) 2'rr( 1 R)-4- Amino- 1 3'furanvnbutvl1oxv1-4-chloro-S'fluoro-benzonitrile fumarate 
The product from step (c) (0.2 g) was stirred in a mixture of dichloromethane (10 ml) and 
trifluoroacetic acid for 10 minutes. The reaction mixture was diluted with dichloromethane 
(50 ml) and washed with saturated sodium bicarbonate solution (100 ml), water, brine, 
dried over magnesium sulphate and evaporated to a clear oil. This was passed down a silica 
gel column eluted with dichloromethane containing 10% of 7N amnionia in methanol. The 
product was converted into the fumarate salt to afford a white solid (0.035 g). 

MS APCI +ve "/z 309 ([M+H]*). 



^H NMR 400MHz (d^-DMSO) 7.97 (IH, d), 7.78 (IH, s), 7.72 - 7,59 (2H, m), 6.51 (IH, 
s), 6.42 (2H, s), 5.66 (IH, m), 2.92 - 2.76 (2H, m), 2.15 - 1.99 (IH, m), 1.99 - 1.83 (IH, m), 
1.71 - 1.48 (2H,m). 



Example 42 



4-Chloro-5-fluoro-2-rrf 1R)-1 -f3-furanvl)-4-(methvlamino'>butvnoxv1benzonitrile fumarate 

rf4R)-4-(5-C3iloro-2-cvanO"4-fluorophenoxv)-4-G-furanvl)butvl1methvlcarbamicacid 
1 . 1 -dimethvlethvl ester 

The product of Example 41 step (c) (0.68 g) was dissolved in dry tetrahydrofuran (40 ml) 
and treated with sodium hydride (60% dispersion in oil, 0.3 g) and stirred under nitrogen 
for 0.5 h. Methyl iodide (3 ml) was added and the reaction mixture stirred at ambient 
temperature for 48 h. The mixture was then cooled in an ice-bath and carefully treated with 
saturated ammonium chloride (50 ml) and extracted into ethyl acetate. The organic extract 
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was washed with water, brine, dried over magnesium sulphate and evaporated to give a 
yellow oil (0.7 g). 

*H NMR 400MHz (CDCI3) 7.46 - 7.36 (2H, m), 7.30 (IH, d), 7.09 - 6.91 (IH, m), 6.41 
5 (IH, s), 5.41 - 5.1 1 (IH, m), 3.42 - 3.16 (2H. m), 2.83 (3H, s), 2.16 - 1.94 (IH, m), 1.95 - 
1.78 (IH, m), 1.79 - 1.62 (2H, m), 1.44 (9H, s). 

4-Chloro-5"fluoro-2-rrflRVl-G-fiumvlM-fmethvlamino^butvnoxv1bcn20nitri^ 
fumarate 

10 The product of step (a) (0.6 g) was subjected to the procedure described in Example 41 step 
(d) to afford the product as a fumarate salt (0. 1 7 g). 

MS APCI+ve"/z323 ([M+H]"0. 

15 ^H NMR 300MHz (d^-DMSO) 7.97 (IH, d), 7.77 (IH, s), 7.68 - 7.60 (2H, m), 6.51 (IH, 
d), 6.43 (2H, s), 5.65 (IH, t), 2.89 (2H, t), 2.51 (3H, s), 2.10 - 1.98 (IH, m), 1.97 - 1.86 
(lH,m), 1.76- 1.55 (2H,m). 



2-r4"Amino-l "f2-thiazolvDbutoxv1-4-chlorobenzomtrile hydrochloride 

a^ r4-fMethoxvmethvlaininoV4-oxobutvl1carfaamic acid Kl -dimethyl ethyl ester 
4-(I>imethyIamino)pyridine (6.1 1 g), N,0-dimethylhydroxylamine hydrochloride(4.88 g), 
25 iV-methylmorpholine (5.06 g) and l-(3-dimethylaminopropyl)-3-ethylcarbodiimide 
hydrochloride (9.58 g) were added in qmck succession to a solution of 4-(tert- 
butoxycarbonylanuno)butyric acid (10.16 g) in dichloromethane (200 ml). The reaction 
mixture was then stirred under ambient conditions for 18 h. The solution was then washed 
with 2M hydrochloric acid solution, 10% sodium bicarbonate solution and brine. The 



Example 43 



20 
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organic layer was separated, dried over magnesium sulfate, filtered and the filtrate 
evaporated to dryness to give the subtitle compound as a colourless oil (10.2 g, 83%). 

NMR 300MHz (CDCI3) 4.73 (IH, s), 3.71 (3H, s), 3.19 (5H, s), 2.48 (2H, t), 1.83 (2H, 
quintet), 1.44 (9H,s). 

b) r4-Oxo-4-(2-thiazolvnbutvncarbamic acid 1 . 1 -dimethvlethvl ester 
A solution of 2-bromothiazole (3.6 g) in dry tetrahydrofuran (100 ml) was cooled to 
-78 under an atmosphere of nitrogen. A 2.5M solution of /i-butyllithium in hexane 
(8.8 ml) was added dropwise over I S minutes maintaining the tanperature below r-60 ^C. 
The product fix)m step (a) (2.46 g) in tetrahydiofijran (20 ml) was then added over 1 S 
minutes again keeping the temperature below -60 ^C. The reaction mixture was then 
maintained at -70 **C for 1 h, then allowed to warm to -10 •^C over 1 .5 h. The reaction 
mixture was then partitioned between 10% ammonium chloride solution and ethyl acetate 
and the resulting colloid was filtered through celite. The organic extracts were dried over 
magnesiimi sulfate, filtered and the filtrate evaporated. The resulting dark brown oil was 
purified by flash chromatography, eluting with hexane:ethyl acetate (2:1) to give the 
subtitle compound as a pale yellow oil (0.9 g, 15%). 

NMR 400MHz (CDCI3) 8.00 (IH, d), 7.68 (IH, d), 4.69 (IH, br s), 3.21 (4H, m), 1.98 
(2H,m), 1.42(9H,s). 

c\ r4-Hvdroxv-4-f2"thia2olvnbutvncarbamic acid IJ -dimethvlethvl ester 

The subtitle compoxmd was prepared according to the method of Example 19 step (a) using 

the product of step (b) above. 



^H NMR 400MHz (CDCI3) 7.73 (IH, d), 7.30 (IH, d), 5.05 (IH, m)^ 4.15 (IH, s), 3.54 
(IH, s), 3.19 (2H, m), 2.02 (IH, m), 1.88 (IH, m), 1.66 (2H, m), 1.44 (9H, s). 
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d) r4-fS-Chloro-2-cvanoDhenoxv)-4-f2-thia2olvl)butvncarbaniic acid Ll-dimethvlethvl 
ester 

The subtitle compound was prepared according to the method of Example 19 st^ (b) using 
the product of step (c) above and 2-hydroxy-4-chlorobenzonitrile. 

s 

MS APCI +ve ""/z 408 ([M+HH- 

e) 2-|'4-Amino- 1 -f 2-tfaiazolvnbutoxvl-4-chlorobenzonitrile hydrochloride 

The product from step (d) (0.20 g) was dissolved in 4M hydrochloric acid in dioxan (S ml) 
10 and stirred for 3 h at room temperature. The solvent was evaporated and the residue 

triturated with dry diethyl ether to give the title compoiind as a pale yellow solid (0.055 g). 
M.pl70-172*»C. 

NMR 300MH2 (d^-DMSO) 7.83 (6H. m), 7.54 (IH, s), 7.23 (IH, dd), 6.20 (1 H, t), 2.86 
15 (2H, m), 1 .26 (2H, m), 1 .72 (2H, m). 

Example 44 

8>r2-Chloro-5-ftrifluoromethvnDhenoxvV2-thia2olebutanamine oxalate 

20 

a'^ r4-f 2-Chloro-5-(trifluoromethvnphenox v)-4-f 2-thia2ol ynbutvllcarbamic acid 1.1- 
dimethvlethyl ester 

The subtitle compound was prepared according to the method of Example 19 step (b) using 
the product of Example 43 step (c) and 2-chloro-5-trifluoromethylphenol, 

25 

MS APCI +ve ""/z 451 ([M+H]^. 



30 



b^^ 5-r2'Chloro-S«ftrifIuoromethynphenoxy1--2"thia2olebutanamine oxalate 

The product from step (a) (0.18 g) was dissolved in 4M hydrochloric acid in dioxan (5 ml) 

and stirred for 3 h at room temperature. The solvent was evaporated and the residue was 




• 
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dissolved in methanol and treated with one equivalent of oxalic add. The mixture was 
stirred for 1 0 minutes and thai the solvent was removed in vacuo. The residue was 
triturated with dry diethyl ether and the off-white solid obtained was collected by filtration 
and dried to give the title compound (0.1 1 g). 
5 M.p. 164-166^C. 



NMR 300MHz (dg-DMSO) 7.85 (IH, d), 7.78 (IH, d), 7.70 (IH, d). 7.57 (IH, d), 7.35 
(IH, dd), 6.17 (IH, t), 2,88 (2H, t), 2.18 (2H, m), 1.72 (2H, m). 



2-r4-Amino- 1 -fl -methvl- 1 H- 1 >2>4-tria2ole-5- vnbutoxv-4-chloroben2onitrile oxalate 

r4-( 1 -Methyl- 1 H- 1 .2.4-triazole-5-vn-4-oxobutvncarbamic add 1.1 -dimethvlethvl ester 
15 The subtitle compound was prepared according to the method of Example 43 step (b) using 
the product of Example 43 step (a) and l -methyl-//f-l,2,4-tria2ole. 

^H NMR 400MHz (CDCI3) 7.91 (IH, s), 4.67 (IH, s), 4.21 (3H, s), 3.20 (4H, m), 1.93 (2H, 
m), 1.43 (9H,s). 

20 

b^ r4-Hvdroxv-4-f 1 -methvl- 1 H- 1 ,2,4-triazole-5- vDbutvncarbamic add 1 . 1 -dimethvlethvl 
ester 

The subtitle compound was prepared according to the method of Example 19 step (a) using 
the product of step (a) above. 



^H NMR 4OOMH2 (CDCI3) 7.78 (IH, s), 4.91 (IH, s), 4.72 (IH, s), 3,95 (3H, s), 3.50 (IH, 
s), 3.21 (2H, s), 1.95 (2H, m), 1.67 (2H, m), 1.43 (9H, s). 



10 



Example 45 



25 



c) r4"f 5-Chloro-2-cvanoDhenoxv^M-f 1 -metfavl- 1 H- 1 .2.4-triazole-5-vnbutvncarbamic 
30 add 1.1-dimethvlethvl ester 
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The subtitle compound was prepared according to the method of Example 19 step (b) using 
the product of step (b) above and 2-hydroxy-4-chlorobenzonitrile. 

MS APCI +ve ""/2 406 ([M+HH- 

d"^ 2-r4-Amino- 1 -( 1 -meth vl- 1 H- 1 >2.4-tri azole-5-vnbutoxv-4-chlorobenzonitrile oxalate 
The title compound was prepared according to the method of Example 44 step (b) using the 
product of step (c) above. M.p. 163-165 ^C. 

NMR 400MH2 (dfi-DMSO) 7.97 (IH, s), 7.83 (IH, d). 7.77 (2H, s), 7.40 (IH, s), 7.24 
(IH, d), 6.1 1 (IH, t), 3.94 (3H, s), 2.88 (2H, m), 2.16 (2H, m), 1.73 (IH, m), 1.60 (IH, m). 

Example 46 

6- r2-Chloro-S-(trifluoromethvl)phenoxv1- 1 -methyl- 1 H- 1 .2.4-tria2ole-5-butanamine 
hydrochloride 

a^ r4-r2-Chloro-S-(trifluoromethvnphenoxv)M-f 1 -metfavl- 1 H- 1 .2.4-triazole-5- 
ynbutvllcarbamic acid Kl-dimethvletfayl ester 

The subtitle compound was prepared according to the method of Example 19 step (b) using 
the product of Example 45 step (b) and 2-chloro-5-trifluoromethylphenol. 

MS APCI +ve ""/z 449 ([M+H]*). 

b) S-r2-Chloro-S-(trifluoromethvDphenoxv1- 1 -methyl- 1 H- 1 .2,4'tria2ole-5-butanamine 
hydrochloride 

The title compound was prepared according to the method of Example 43 step (e) using the 
product of step (a) above. M.p. 179 - 181 ^'C. 
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NMR 400MH2 (de-DMSO) 7.95 (4H, s), 7.71 (IH, d), 7.41 (IH, s), 7.36 (IH, d), 6.10 
(IH, m) 3.91 (3H, s), 2.87 (2H, m), 2.17 (2H, m), 1.79 (IH, m), 1.65 (IH, m). 



The phannacological activity of compounds according to the invention was tested in the 
following screens. 

r 

10 Screen 1 

The activity of compounds of fomiula (I), or a pharmaceutically acceptable salt, enantiomer 
or racemate thereof, may be screened for nitric oxide synthase inhibiting activity by a 
procedure based on that of Forstemiann et aL, Eur. J. Phann., 1992, 225, 161-165. Nitric 
oxide synthase converts ^H-L-arginine into ^H-L-citrulline which can be separated by cation 
. IS exchange chromatography and quantified by liquid scintillation counting. 

Enzyme is prepared, after induction, from the cultured murine macrophage cell line J774A-1 
(obtained from the laboratories of the Imperial Cancer Research Fund). J774A-1 cells are 
cultured in Ehilbeccos Modified Eagleis Medium (DMEM) supplemented with 10% foetal 
20 bovine serum, 4 mM L-glutamine and antibiotics (100 units/ml penicillin G, 100 mg/ml 

streptomycin & 0.25 mg/ml amphotericin B). Cells are routinely grown in 225 cm^ flasks 
containing 35 ml medium kept at 37 "^C and in a humidified atmosphere containing 5% COj. 

Nitric oxide synthase is produced by cells in response to interferon-g (IFNg) and 
25 lipopolysaccharide (LPS). The medium from confluent culture flasks is removed and 

replaced with 25 ml (per flask) of fiesh medium containing 1 mg/ml LPS and 10 units/ml 
DFNg. After a period of 17-20 hours in culture, harvesting of cells is accomplished by 
scraping the cell sheet fix>m the flask surface into the culture medium. Cells are collected by 
centrifiigation (1000 g for 10 minutes) and lysate prepared by adding to the cell pellet a 
30 solution containing 50 mM Tris-HCl (pH 7.5 at 20 **C), 1 0% (v/v) glycerol, 0. 1 % (v/v) 
Triton-X-100, 0.1 mM dithiothreitol and a cocktail of protease inhibitors comprising 
leupeptin (2 mg/ml), soya bean trypsin inhibitor (10 mg/ml), aprotinin (5 mg/ml) and 
phenyhnethylsulphonyl fluoride (50 mg/ml). 



5 



Screens 
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For the assay, 25 ^1 of substrate cocktail (50 mM Tris-HCl (pH 7.5 at 20 °C), 400 ^xM 
NADPH, 20 jiM flavin adenine dinucleotide, 20 jxM flavin mononucleotide, 4 |jM 
tetrahydrobiopterin, 12 ^M L-arginine and 0.025 mCi L-[^ir| arginine) is added to wells of a 
96 well filter plate (0.45}iM pore size) containing 25 |il of a solution of test compound in 50 
mM Tris-HCl. The reaction is started by adding 50 jal of cell lysate (prepared as above) and 
after incubation for 1 hour at room temperature is terminated by addition of 50 )xl of an 
aqueous solution of 3 mM nitroarginine and 2 1 mM EDTA. 

Labelled L-citrulline is separated from labelled L-arginine using Dowex AG-50W. 1 50 |j.l of 
a 25% aqueous slurry of Dowex 50W (Na* form) is added to the assay after which the whole 
is filtered into 96 well plates. 75 |al of filtrate is sampled and added to wells of 96 well plates 
containing solid scintillant. After allowing the samples to dry the L-citrulline is quantified by 
scintillation counting. 

In a typical experiment basal activity is 300 dpm per 75 ^1 sample which is increased to 1900 
dpm in the reagent controls. Compound activity.is expressed as IC50 (the concentration of 
drug substance which gives S0% enzyme inhibition in the assay) and aminoguanidine, which 
gives an IC50 (50% inhibitory concentration) of 10 pM, is tested as a standard to verify the 
procedure. Compounds are tested at a range of concentrations and Sxsm the inhibitions 
obtained IC50 values are calculated. Compounds that inhibit the enzyme by at least 25% at 
100 are classed as being active and are subjected to at least one retest 

Screen 2 

Compounds also show activity against the human fomi of induced nitric oxide synthase as 
can be demonstrated in the following assay. 

Enzyme is prepared, after induction, from the cultured human colon adrenocarcinoma cell 
line DLDl (obtained from the European Collection of Animal Cell Culture - cell line 
number 90102540). DLDl cells are cultured in RPMI 1640 medium supplemented with 
10% foetal bovine serum, 4 mM L-glutamine and antibiotics (100 units/ml penicillin G, 
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100 jig/ml streptomycin and 0.25 jig/ml amphotericin B). Cells are routinely grown in 225 
cm^ flasks containing 35 ml medium kept at 37 and in a humidified atmosphere 
containing 5% COj- 

5 Nitric oxide synthase is produced by cells in response to interferon-y (IFN-y) and 

interleukin-ip (IL-1 p). The medium &om confluent flasks is removed and replaced with 25 
ml (per flask) of firesh medium containing 250 units/ml IL-1 p and 1000 units/ml IFN-y. 
After a period of 1 7-20 hours in culture, harvesting of cells is accomplished by scraping 
the cell monolayer from the flask surface into the culture medium. Cells are collected by 

10 centrifugation (1 OOOg for 10 minutes) and lysate prepared by adding to the cell pellet a 
solution containing 50 mM Tris-HCl (pH 7.5 at 20**C), 10% (v/v) glycerol, 0.1% (v/v) 
Triton-XlOO, 0.1 mM difliiothreitol and a cocktail of protease inhibitors including 
leupeptin (2 ^g/ml), soya bean tiypsih inhibitor (10 ^g/ml), aprotonin (5 fig/ml) and 
phenylmethylsulphonyl fluoride (SO fig/ml). 



For the assay, 25 nl of substrate cocktail (50 mM Tris-HCl (pH 7.5), 400 jiM NADPH, 20 
^iM flavin adenine dinucleotide, 20 flavin mononucleotide and 4 ^M 
tetrahydrobiopterin) is added to the wells of a 96-well plate. Test compounds are 
preincubated with enzyme by adding together with 40 jil of cell lysate (prepared as above) 
20 and incubating for 1 hour at 37 °C at the end of which period 10 fil of 30 L-arginine 
and 0.025 (iCi of L-pH]-arginine in 50 mM Tris-HCl is added to start the enzymatic 
reaction. Incubation is continued for a further 1 hour at 37 **C, The reaction is terminated 
by addition of 50 \il of an aqueous solution of 3 mM nitroarginine and 21 mM EDTA. 

25 Labelled L-citrulline is separated from labeUed L-arginine using Dowex AG-50W. 120 jil 
of a 25% aqueous slurry of Dowex 50W is added to 96 well filter plates (0.45 ^im pore 
size). To this is added 120 ^1 of terminated assay mix. 75 ^1 of filtrate is sampled and 
added to the wells of 96 well plates containing solid scintiUant. After allowing the samples 
to dry the L-citrulline is quantified by scintillation counting. 



15 



30 



In a typical experiment basal activity is 300 dpm per 75 ^1 sample of reagent controls, 
which is increased to 3000 dpm in the presence of enzyme. Compoimd activity is 
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expressed as IC50 (the concentration of drug substance which gives 50% enzyme inhibition 
in the assay) and L-NMMA, which gives an IC50 of about 0.4 ^iM is tested as a standard to 
verify the procedure. Compounds are tested at a range of concentrations and from the 
inhibitions obtained ICjo values are calculated. 

When tested, the compounds of Examples 1 to 46, with the exception of Example 1 8, gave 
ICjo values of less than 40 |iM in at least one of the above screens, indicating that they are 
predicted to show useful therapeutic activity. 
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CLAIMS; 



1 . A compound of formula (I) 




NR1R2 



(I) 



wherein: 



X and Y independently rq>resent CI to 4 alkyl, CI to 4 alkoxy, halogen, CF3, CX;F3, CN, 
C^H, S(0)„CH3, S(0)pCF3, NO2 or NHCHO; 

m and p independently represent an integer 0, 1 or 2; 
Z rq>resents H or fluoro; 



W represents CI to 4 alkyl, C2 to 4 alkenyl, C2 to 4 alkynyl, C3 to 6 cycloalkyl or a 4 to 8 
membered saturated heterocyclic ring incorporating one heteroatom selected from O, S and 
N; any of said groups being optionally further substituted by CI to 4 alkyl, CI to 4 alkoxy, 
CI to 4 alkylthio, C3 to 6 cycloalkyl, halogen or phenyl; said phenyl group being optionally 
further substituted by one or more substituents selected independently Srom halogen, CI to 4 

alkyl, CI to 4 alkoxy, CF3, OCF3, CN orN02; 

or W represents phenyl or a five or six tnembered aromatic heterocyclic ring containing 1 to 
3 heteroatoms independently selected fiom O, S and N; said phenyl or aromatic 
heterocyclic ring being optionally substituted by one or more substituents selected 



V represents O, S(0)n or NR^;. 
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independently from halogen, CI to 4 alkyl, CI to 4 alkoxy, OH, CN, NO2 or NR'^R^; said 
alkyl or alkoxy group being optionally further substituted by one or more fluorine atoms; 

1 2 

R and R independently represent H, CI to 4 alkyl or C3 to 6 cycloalkyl; said alkyl group 

being optionally substituted by CI to 4 alkoxy, halogen, hydroxy, NR^R^, phenyl or a five 
or six membered aromatic or saturated hetax>cyclic ring containing I to 3 heteroatoms 
independently selected from O, S and N; said phenyl or aromatic heterocyclic ring being 

optionally further substituted by halogen, CI to 4 alkyl, CI to 4 alkoxy, CF3, OCF3, CN or 
NO2; 

or the group ^fR R together rqpresmts a 4 to 8 membered saturated azacyclic ring 

o 

optionally incorporating one flirther heteroatom selected from O, S or NR ; said ring being 
optionally substituted by CI to 4 alkyl, CI to 4 alkoxy or OH; said alkyl group being 
optionally substituted by CI to 4 alkoxy, OH or NR R ; 

I 2 

or the group NR R together represents part of a five membered aromatic azacyclic ring 
optionally incorporating one frirther N atom; 

R^ represents H or CI to 4 alkyl; 

R^ R^, R^, R^, R^ and R^° independently represent H or CI to 4 alkyl; 

o 

R represents H or CI to 6 alkyl; said alkyl group being optionally substituted by CI to 4 

II 12 

alkoxy, OH, NR R , phenyl or a five or six membered aromatic or saturated heterocyclic 
ring containing 1 to 3 heteroatoms independently selected fi^m O, S and N; said phenyl or 
aromatic heterocyclic ring being optionally further substituted by halog^ CI to 4 alkyl, CI 

to 4 alkoxy, CF3, OCF3, CN or NO2; 
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^ and R^^ independently represent H or CI to 4 alkyl; 
n represents an integer 0, i or 2; 

or a pharmaceutically acceptable salt, enantiomer or racemate tfa^jeof. 

2. A compound of formula (I), according to Claim 1 , wherein V represents O. 

3. A compound of formula (I)» according to Claim 1 or Claim 2, wherein X and Y 
independently represent Br, CI, CH3, CF3 or CN. 

4. A compound of formula (I)* according to any one of Claims 1 to 3, wherein W represents 
an optionally substituted five or six membered aromatic heterocyclic ring containing 1 to 3 
heteroatoms independently selected from O, S and N. 

5. A compound of formula (I), according to any one of Claims 1 to 4, wherein the 

1 2 

substituents R andR are mdependently H or CH3. 

6. A compound of formula (I), according to Claim 1 , which is: 

4-chloro-2-[[( 1 R)-4-(methylamino)- 1 -phenylbutyl]oxy]ben2onitrile; 
R-y-(2,5-dichlorophenoxy)-N-methyl-benzenebutanamine; 
4-chloro-2-[[( 1 R)- 1 -phenyl-4-( 1 -pyrrolidinyl)butyI]oxy]- benzonitrile; 
4-chloro-2-[[(lR)-4-(4-morpholinyl)-l-phenylbutyl]oxy]-benzonitrile; 
4-chloro-2-[[(lR)-4-[ethyl(2-hydroxyethyl)amino]-l-phenylbutyl]oxy]-benzonitrile; 
4-cliloro-2-[[(lR)-l-phenyl-4-[(3-pyridinylmethyl)amino]butyl]oxy]- benzonitrile; 
4-chloro-2-[[( 1 R)-4-[[2-( 1 H-imida2ol-5-yl)ethyl]amino]- 1 -phenylbutyl]oxy]-benzonitrile; 
4-chloro-2-[[( 1 R)-4-( 1 H-imidazol- 1 -yl)- 1 -phenylbutyl]oxy]-ben2onitrile; 
4-chloro-2-[[( 1 R)-4-[(2-hydroxy ethyl)amino]- 1 -phenylbutyl]oxy]-benzonitrile; 
4-chloro-2-[[(lR)-4-(cyclopropylanuno)-l-phenylbutyl]oxy]-ben2onitrile; 
4-chloro-2-[[(lR)-4-[(3-hydroxypropyl)amino]- 1 -phenylbutyl]oxy]-ben2onitrile; 
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4-chIoro-2-[[(l R)-4-[[( 1 R)-2-hydroxy- 1 -methylethyl]amino]- 1 -phenylbutyl]oxy]- 
benzonitrile; 

4-chloro-2- [[( 1 R)-4-[[( 1 S)-2-hydroxy- 1 -methylethyljamino]- 1 -phenylbutyljoxy]- 
benzonitrile; 

4- chloro-2-[4-[[(2-fluoroethyl)amino]- 1 -phenylbutyl]oxy]-benzonitrile; 
R-5-(2,5-dichlorophcnoxy)-4-fliioro-N-methyl-ben2enebutanamiiie; 

5- 5-(2,5-dichlorophmoxy)-4-fluoro-N-methyl-bpn2enebutanamme; 
R-y-(2,5-dichloit)phenoxy)-N,4-dimethyl-benzenebutanamine; 

5- y-(2,5-dichlorophenoxy)-N,4-dimethyl-benzenebutanamine; 

6- (2,5-dichlorophenoxy)-N-methyl-'2-thiophenebutanamine; 
2-[(4-ammo- 1 -phenylbutyl)ainino]-4-chloro-benzonitrile; 

2-[[ 1 -(3-aminopropyl)0-methylbutyl]amino]-4-(trifluoromethyl) benzonitrile; 
2-[[4-(2,5-dicUorophenoxy)-4-phenylbutyl]methylanuno]ethanoI; 
l-[4-(2,5-dichlorophenoxy)-4-phenylbutyl]-4-piperidinol; 
l-[4-(2,S-dichlorophenoxy)-4-phenylbutyl]piperazine; 

1- [4-(2,5-dicMorophenoxy>4-(2-thienyl)butyl]-4-methyl-pipei^ 
4-chloro-2-[4-(methylamino)- 1 -(3-thienyl)butoxy]-ben2onitrile; 
4-chloro-2-[ 1 -(3-fuianyl)-4-(methylazmno)butoxy]benzomtiile; 

2- [4-ainino- 1 -(3-furanyl)butoxy]-4-chlorobenzonitrile; 
4-chloro-2-[ 1 -(2-furanyl)-4-(methylaniino)butoxy]ben2omtrile; 

1 R)-4-amino- 1 -( 1 -methyl- 1 H-imidazol-2-yl)butyl]oxy]-4-chloro-5-fluoroben2omtrile; 
4-chloro-2-[4-(methylamino)- 1 -(2-pyridinyl)butoxy]benzonitrile; 
4-chloro-5-fluoro-2-[4-(methylainino)- 1 -(2-pyridinyl)butoxy]ben2onitrile; 
4-chloro-2- [4-(ethylamino)- 1 -(2-pyridinyl)butoxy]benzomtrile; 
2-[4-ainino- 1 -(3-pyridinyl)butoxy]-4-chloro-benzonitrile; 
4-chIoro-2-[4-(methylamino)- 1 -(3-pyridmyl)butoxy]-ben2onitrile; 
4-chloro-2-[4-(ethylamino)- 1 -(4-pyridinyl)butoxy]- benzonitrile; 
4-chloro-2-[4-(methylamino)- 1 -(4-pyridinyl)butoxy]benzonitrile; 
4-chloro-2-[4-[(2-hydroxyethyl)amino]- 1 -(4-pyridinyl)butoxy]benzonitrile; 
2-[4-amino- 1 -(2-methoxy-3-pyridinyl)butoxy]-4-chloro-benzonitrile; 
2-[4-amino- 1 -(1 ,2-dihydro-2-oxo-3-pyridinyl)butoxy]-4-chlorobenzomtrile; 
2-[(( 1 R)-4-amino- 1 -(3-ftiranyl)butyl]oxy]-4-chloro-5-fluoro-benzonitrile; 
4-cMoro-5-fluoro-2-[[(lR)-i-(3-fui^yl)-4-(methylamino)butyl]oxy]ben^^ 
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2-[4-ainino- 1 -(2-thiazolyl)butoxy]-4-chlorobenzonitrile; 

5- [2-chloro-5-(trifluoromethyI)phenoxy]-2-thia2olebutanamine; 
2-[4-amino- 1 -( 1 -methyl- 1 H- 1 ,2,4-triazole-5-yl)butoxy-4-chlorobenzonitrile; 

6- [2-chloro-5-(trifluoromethyl)phenoxy] - 1 -methyl- 1 H- 1 ,2,4-triazole-5-butanamine; 
or a phaimaceutically acceptable salt, enantiomer or racemate thereof. 

7. A compound of formula (I), according to any one of Claims 1 to 6, or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof, for u$e as a medicament. 

8. A pharmaceutical composition comprising a compoimd of formula (I) according to any 
one of Claims 1 to 6, or a pharmaceutically acceptable salt, enantiomer or racemate thereof, 
in admixture with a pharmaceutically acceptable adjuvant, diluent or carrier. 

9. The use of a compound of formula (I) according to any one of Claims 1 to 6, or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof, in the manu&cture of a 
medicament for Hie treatment or prophylaxis of human diseases or conditions in which 
inhibition of nitric oxide synthase activity is beneficial. 

1 0. The use as claimed in Claim 9 wherein it is predominantly inducible nitric oxide 
synthase that is inhibited. 

11. The use of a compound of formula (I) as defined in any one of Claims 1 to 6, or a 
pharmaceutically acceptable salt, enantiomer or racemate thereof, in the manufacture of a 
medicament, for the treatment or prophylaxis of inflammatory diseases. 

12. Hie use as claimed in Claim 1 1 wherein the disease is inflammatory bowel disease. 

13. The use as claimed in Claim 1 1 wherein the disease is rheumatoid arthritis. 

14. The use as claimed in Claim 1 1 wherein the disease is osteoarthritis. 
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15. The use of a compound of formula (I) as defined in any one of Claims 1 to 6, or a 
phannaceutically acceptable salt, enantiomer or racemate thereof, in the manufacture of a 
medicament, for the treatment or prophylaxis of pain. 

16. The use of a compound of formula (I) as defined in any one of Claims 1 to 6, or a 
phaimaceutically acceptable salt, enantiomer or racemate tho^^ in combination with a 
COX-2 inhibitor, in the manufacture of a medicament, for the treatment or prophylaxis of 
inflammatory diseases. 

1 7. A method of treating, or reducing the risk of, human diseases or conditions in which 
inhibition of nitric oxide synthase activity is baieficial which comprises administering a 
therapeutically effective amount of a compound of formula (I), as defined in any one of 
Claims 1 to 6, or a phaimaceutically acceptable salt, mantiom^ or racemate thereof, to a 
person suffering Scorn, or at increased risk o^ such diseases or conditions. 

1 8. A method of treatment according to Claim 17 in which it is predominantly inducible 
nitric oxide synthase that is inhibited. 

1 9. A method of treating, or reducing the risk of, inflammatory disease in a person suffering 
fix)m, or at risk of, said disease, wherein the method comprises administering to the person a 
therapeutically effective amount of a compound of formula (I), as defined in any one of 
Claims 1 to 6, or a phaimaceutically acceptable salt, enantiomer or racemate thereof 

20. The method of treatment as claimed in Claim 19 wherein the disease is inflammatory 
bowel disease. 

2 1 . The method of treatment as claimed in Claim 1 9 wherein the disease is iheumatoid 
arthritis. 

22. The method of treatment as claimed in Claim 1 9 wherein the disease is osteoarthritis. 

23. A method of treating, or reducing the risk of, pain in a person suffering fix)m, or at risk 
of, said condition, wherein the method comprises administering to the person a 
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therapeutically effective amount of a compound of formula (I), as defined in any one of 
Claims 1 to 6, or a pharmaceutically acceptable salt, enantiomer or racemate thereof 

24. A method of treating, or reducing the risk of, inflammatoiy disease in a person suflFering 
from, or at risk of, said disease, wherein the method comprises administmng to the person a 
therapeutically effective amount of a combination of a compound of formula (I), as defined in 
any one of Claims 1 to 6, or a pharmaceutically acceptable salt, enantiomer or racemate 
thereof, with a COX-2 inhibitor. 

25. A process for the preparation of a compound of formula (I), as defined in any one of 
Claims 1 to 6, or a pharmaceutically acceptable salt, enantiomer or racemate thereof, 
wherein the process comprises: 

(a) reaction of a compound of formula (II) 




VH 



(II) 



wherein X, Y, V and Z are as defined in Claim 1, 
with a compound of formula (III) 



W 





wherein W,R andR are as defined in Claim 1 ; or 



(b) reaction of a compound of formula (TV) 
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(IV) 



wherein X, Y and Z are as defined in Claim 1 and represents a leaving group, 
with a compound of formula (V) 



HV 




NR1R2 



1 2 

wherein R , R , V and W are as defined in Claim 1; or 



(V) 



(c) reaction of a compound of fonnida (VI) 

X 




(VI) 



'2 

wherein X, Y, V» W and Z are as defined in Claim 1 and L is a leaving group, 
with a compound of formula (Vn) 

HNR1R2 (VII) 

1 2 * 

wherein R and R are as defined in Claim 1; or 



(d) reaction of a compound of formula (II) 
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VH 



wherein X, Y, V and Z are as defined in Claim I, 
witli a compound of formula (VIII) 



NR1R2 




(II) 



(VIII) 



12 3 
wherein R , R and W are as defined in Claim 1 and L is a leaving group; or 



(e) reduction of a compound of formula (DC) 

X 




(IX) 



10 wherein X, Y, V, W and Z are as defined in Claim 1 and G represents a group that iq}on 

1 2 

reduction is converted into a group NR R ; 

and where necessary converting the resultant compound of formula (I), or another salt 
thereof into a pharmaceutically acceptable salt thereof; or converting the resultant compound 
of formula (I) into a fiirther compound of fonnula (I); and where desired converting the 
15 resultant compound of formula (I) into an optical isomer thereof 



• 



INTERNATIONAL SEARCH REPORT 



Iniemattonal application No. 

PCT/SE .01/00370 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC7: C07C 255/50, C07C 323/31, C07C 317/32, C07C 217/54. C07C 211/49, 
C07D 295/04, A61K 31/00. A61P 29/00 

According lo Iniernationa) Patent Classification <1PC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documenution searched (clBssificaiion system followed by classificalion symbols) 

IPC7: C07C, CQ7D 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

SE,DK,FI,NO classes as above 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



c. docujments considered to be relevant 



Category* Citation of document* with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



STN International, File CAPLUS, CAPLUS accession 
no. 1977:189458, Document no. 86:189458, 
Rohto Pharmaceutical Co. , Ltd. : "Aromatic amino 
ether quaternary ammonium salts"; & JP, 84,51 044934, 
19761201 



STN International, File CAPLUS, CAPLUS accession 

no. 1978:443327, Document no. 89:43327, Yan, S. 0. 
et al: "Potential causal prophylactic antimalarial 
agents. Synthesis of quinoxaline, benzimidazole, 
and alkoxybenzene derivatives containing a 
novol diamine moiety"; & J. Heterocycl. Chem. 
(1978), 15(2), 297-300 



1-25 



1-8 



Xl Further documents arc listed in the continuation of Box C. | y\ See patent family annex. 



* Special catei^ories of cited documents 

'A' documcni defining the general state of the art which is not consic^ered 

lo be of particular relevance 
' E' earlier application or paicnl bui published on or after the iniemational 

filing date 

"L' documeni which may throw doubts on priority claim(s) or xvhich i« 
cited to establish the publication date of another citation or other 
special reason (a« specified) 

'C doctimcnt referring to ah oral disclosure, use, exhilnlion or other 

mean.'t 

'P' document published prior to the intcniaUonal filing date but later than 
the priority date claimed 



T" later document published after the imemational filing date or priori iv 
date and not in conflict wiih the application but ciud to understand ' 
the principle or theory underlying the invention 

"X" document of particular relevance: the claimed invention cannot be 
consdcred novel or cannot be considered to inv<dve an invents w 
step when the document is taken aJone 

"Y" documeni of particular relevance: the claimed invention cannot be 
consdcred to involve an inveniiv? step when the document is 
COTibined with one or more other such documents, such combinaiion 
being obvious to a person skilled in the art 

documeni member of the same patent family 



Date of the actual completion of the International search 
30 Mav 2001 


Date of mailing of the international search report 

31- -05- 2001 


Name and maliing address of the ISA/ 
Swedish Patent Office 
Box 5055. S-102 42 STOCKHOLM 
Facsimile No. +46 8 666 02 86 


Authorized ofTicer 

Gerd Strandell/Eo 

Telephone No. '-+46 8 782 25 00 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/SE 01/00370 



C (ConUnuadon). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Gtation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



STN International, File CAPLUS, CAPLUS accession 
no. 1977:405817, Document no. 87:5817, 
Rohto Pharmaceutical Co,, Ltd."Piperidinopropyl 
phenyl ethers"; & JP, 84,52000941, 19770111 



US 4902710 A (BENNIE J. FOSTER ET AL), 

20 February 1990 (20.02.90), the claims; column 3, 
line 60 - column 5, line 65 



DE 2907217 Al (ROUSSEL-UCLAF S.A.), 30 August 1979 
(30.08.79). the claims 



EP 0273658 Al (ELI LILLY AND COMPANY), 6 July 1988 
(06,07,88), page 3, line 1 - line 55; the claims; 
the examples 



EP 0576766 Al (NOVO NORDISK A/S). 5 January 1994 
(05.01.94), page 3; the claims 



US 4314081 A (BRYAN B. MOLLOYET AL), 

2 February 1982 (02.02.82), the claims; column 12, 
line 10 - line 67; column 14, line 50 - column 15, 
line 40 



WO 9219210 A2 (THE TRUSTEES OF THE UNIVERSITY OF 
PENNSYLVANIA), 12 November 1992 (12.11.92), 
the claims; page 5 - page 6; page 9 - page 11 



WO 9910339 Al (PFIZER PRODUCTS INC.), 4 March 1999 
(04.03.99), the claims 



1-8 



1-8 



1-8 



1-8 



1-8 



1-8 



1-8 



1-25 



Form PCr/lSA/210 (coniinuatjon of second sheet) (July 1998) 





INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/SE 01/00370 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation ofdccuirieni, with indication, where appropriate, of the relevant passages 



Relevant to claini No. 



WO 9911620 Al (PFIZER PRODUCTS INC.), 
11 March 1999 (11.03.99), the claims 



WO 9962883 Al (PFIZER PRODUCTS INC.), 

9 December 1999 (09.12.99), the claims 



1-25 



1-25 



Form PCI7ISA/210 (coniinuaiion of second sheet) (July 1998). 





INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/SEOl/00370 



Box I 



Observations where certain claims were fooiid unsearchable (Continuation of item 1 of first sheet) 



This imemational search report has not been established in respect of certain claims under Article 1 7(2Xa) for the following reasons: 

1. ^ Claims Nos.: 17-24 

because they relate to subject matter not required to be searched by this Authority, namely: 

see nex'b shee't 



Z Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



.3. F] Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacldng (Continaation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . As al I required additional search fees were timely paid by the supplicant, this international search report covers all 
searchable claims. 

2. As al I searchable claims could be searched without efibrt justifying an adcfitional fee, Authority did not invite payment 
of any additional fee. 

3. As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant. Consec^ently, this intemationa] search report is 

restricted to the invention first mentioned in the claims; h is covered by daims Nos.: 



I I The additional search fees were accompanied by the applicant's protest. 
I I No protest accompanied the payment of additional search fees. 



Remaric on Protest 



Form PCT/lSA/210 (continuation of first sheet (1)) (July 1998) 





INTERNATIONAL SEARCH REPORT 



International ^plication No. 
PCT/SEOl/00370 



Claims 17-24 relate to nethods of teeatmen-b o£ "the human or animal 
body by surgery or by therapy/ diagnostic methods practised on the 
human or animal body /Rule 39.1. (iv). Nevertheless, a search has 
been executed for these claims. The search has been based on the 
alleged effects of the contpounds/compositions . 



Form ?CVnSAJ2\0 (extra sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 

Informalion on patent family members 



30/04/01 



International application No. 
PCT/SE 01/00370 



Patent document 


Publication 




Patent family 


Publication 


cited in search report 


date 




member(s) 


date 


US 4902710 A 


20/02/90 


AT 


102920 T 


15/04/94 






CA 


2005173 A 


14/06/90 






DE 


68913930 D,T 


14/07/94 






EP 


0373836 A.B 


20/06/90 






SE 


0373836 T3 








JP 


2218661 A 


31/08/90 



OE 



2907217 Al 30/08/79 



AT 


143379 


A 


15/10/80 


AT 


362347 


B 


11/05/81 


BE 


874416 


A 


23/08/79 


CA 


1116635 


A 


19/01/82 


CH 


639637 


A 


30/11/83 


ES 


478011 


A 


01/07/79 


FR 


2432500 


A,B 


29/02/80 


GB 


2017681 


A,B 


10/10/79 


IT 


1114717 


6 


27/01/86 


IT 


7948102 


D 


00/00/00 


JP 


1462389 


C 


14/10/88 


JP 


54122236 


A 


21/09/79 


JP 


63008935 


B 


25/02/88 


NL 


7901457 


A 


28/08/79 


US 


4296126 


A 


20/10/81 



EP 0273658 Al 06/07/88 



SE 


0273658 


T3 




AT 


57924 


T 


15/11/90 


AU 


591007 


B 


23/11/89 


AU 


8266087 


A 


23/06/88 


CA 


1302421 


A 


02/06/92 


CN 


1019113 


B 


18/11/92 


CN 


87108175 


A 


06/07/88 


CY 


1682 


A 


10/10/93 


DE 


3765919 


D 


00/00/00 


DK 


664887 


A 


23/06/88 


EG 


18230 


A 


30/10/92 


GR 


3001207 


T 


30/07/92 


HK 


69693 


A 


30/07/93 


HU 


47561 


A 


28/03/89 


HU 


206309 


B 


28/10/92 


XL 


84863 


A 


29/03/92 


JP 


2549681 


B 


30/10/96 


JP 


63185946 


A 


01/08/88 


KR 


9603808 


B 


22/03/96 


MX 


9845 


A 


01/12/93 


NZ ^ 


222980 


A 


28/11/89 


PH 


26556 


A 


19/08/92 


PT 


86389 


A,B 


01/01/88 


SG 


114992 


G 


29/01/93 


SU 


1598865 


A 


07/10/90 


US 


4956388 


A 


11/09/90 


US 


5023269 


A 


11/06/91 


ZA 


8709472 


A 


30/08/89 



EP 0576766 Al 05/01/94 NONE 



Form PCT/ISA/210 (patent family annex) (July 1998) 




INTERNATIONAL SEARCH REPORT 

Information on patent family members 



30/04/01 



International application No. 
PCT/SE 01/00370 



Patent document 
cited in sciirch report 



Publicaiion 
d&tc 



Patent fiiniily 



Publication 



mcmbcr(s) 


date 


AR 


205577 A 


1 A/ni; iic^ 

UO/ /D 


AR 


205578 A 


14/ Ub/ /D 


AR 


205633 A 




AT 


10275 A 


1 C /AO /~7£i 

lb/ Uo/ /b 


AT 


237176 A 


1 c /I n /Id 
iD/lO/Zb 


AT 


336000 B 


12/04/77 


AT 


337161 B 


\\3/w/77 


AT 


337162 B 


l\}/w/71 


AU 


7683674 A 




BE 


824255 A 


09/07/75 


B6 


23212 A 


12/07/77 


BG 


26192 A 


15/02/79 


BG 


60761 B 


29/02/96 


CA 


1051034 A 


20/03/79 


CH 


609331 A 


28/02/79 


CH 


609332 A 


28/02/79 


CH 


609675 A 


15/03/79 


CS 


189680 B 


30/04/79 


CS 


189698 B 


30/04/79 


CS 


196397 B 


31/03/80 


DD 


118613 A 




DE 


2500110 A,C 


17/01/7% 


DK 


140430 B,C 


Zl /OS/73 


DK 


688974 A 


01/09/75 


ES 


433720 A 


01/12/76 


FR 


2257288 A,B 


08/08/75 


GB 


1493961 A 


07/12/77 


IE 


40346 B 


09/05/79 


JP 


1264510 C 


16/05/85 


JP 


50101333 A 


11/08/75 


JP 


59039418 B 


22/09/84 


KR 


8001009 A 


O O /AO / A A 

22/09/80 


NL 


181654 B,C 


A4 /AC yn^ 

04/05/87 


NL 


7500186 A 


14/07/75 


PH 


11652 A 


AA /AE /TA 

08/05/78 


RO 


69763 A 


26/02/82 


RO 


70660 A 


Of /AO /O'^ 

26/09/83 


SE 


412906 B,C 


Oil /AO /OA 

24/03/80 


SE 


7500215 A 


11/0///O 


su 


1005655 A 


1 c /r\o /oo 


us 


4018895 A 


iy/u4/// 


us 


4194009 A 


AO/ UO/ OU 


us 


4313896 A 


02/02/82 


us 


4584404 A 


22/04/86 


us 


4626549 A 


02/12/86 


YU 


3275 A 


18/06/82 


YU 


36915 B 


31/08/84 


YU 


37307 B 


31/08/84 


YU 


37308 B 


31/08/84 


YU 


121481 A 


27/04/83 


YU 


121581 A 


27/04/83 


ZA 


7500032 A 


25/08/76 


AT 


237076 A 


15/10/76 


HU 


173723 B 


28/07/79 


IL 


46387 A 


31/08/77 



US 



4314081 A 



02/02/82 



Form PCT/ISA.-IIO (patsm family annex) (July I99S) 





INTERNATIONAL SEARCH REPORT 

Information on patent family members 



30/04/01 



International application No. 
PCT/SE 01/00370 



Patent document 
cited in search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



us 



4314081 A 



02/02/82 



MX 
MX 
SU 
SU 



4949 E 
4983 E 
583743 A 
613716 A 



WO 9219210 A2 12/11/92 

WO 9910339 Al 04/03/99 



US 



5320825 A 



AP 
AU 
BG 
BR 
CM 
EP 
HR 
NO 
PL 
SK 



9801330 
8458898 

104138 
9811555 
1268133 
1007520 

980470 
20000958 

338987 
1402000 



WO 



9911620 Al 11/03/99 



AP 
AU 
BR 
CN 
EP 
HR 
NO 
PL 



9801331 
8458698 
9811921 
1268122 
1007512 

980476 
20000957 

339008 



WO 



9962883 Al 09/12/99 



AP 
AU 
BR 
EP 
NO 
US 



9901558 
3438799 
9911615 
1084109 
20006042 
6112807 



12/01/83 
31/01/83 
05/12/77 
30/06/78 



14/06/94 



00/00/00 
16/03/99 
30/11/00 
12/09/00 
27/09/00 
14/06/00 
30/06/99 
14/04/00 
04/12/00 
11/07/00 



00/00/00 
22/03/99 
15/08/00 
27/09/00 
14/06/00 
30/06/99 
25/02/00 
04/12/00 



00/00/00 
20/12/99 
06/02/01 
21/03/01 
31/01/01 
05/09/00 



Form PCT/ISAIIO (paieni family annex) (July 1998) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 



□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 



□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




BLURRED OR ILLEGIBLE TEXT OR DRAWING 



